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*tft&L£&T?&^ ^ f ^7 ? / i^ yxf ;i/7 5 y i, -xf- 

[0 0 3 0] 

~> .x f- ;V^^/0^tf *i & o 
[0 0 3 1] 

WSE# 2004-3083593 



mi 2 0 0 3-2 0 7 6 3 2 ^- v ! 23/ 

* 

- frXZ-'sJifr ^fV/h^y*JV #~ tert - ~f > * v * )V 

#.=. n - * > f" ^ # * * ^ ^**#SP»f £ ft & 0 

[ 0 0 3. 2 ] . 

jc > ^i/^ji/^-;v7 5 n - if ;v t ^ y * Jl"f-^7 ? ^ i, 

V7Hy*^^75yi, tert-7'HrS'#>l'#— ^7 5 -/3k n-^> 
[0 0 3 3] 

67^^7 5/ *<9fifKM^±^*ftJ^<^ft t> ")CCi_67^^t^y* * 
[0 0 3 4] 
[0 0 3 5] 
[0 0 3 6] 

[0 0 3 7] 

2004-3083593 



#H 2 0 0 3 - 2 0 7 6 3 2 24/ 

* ;v r 3 V SoifiEfl <7>7kStM W C i_6 7 ;v * ;w * * i: t tz 

[0 0 3 8] 

7& ? Ci_67Ji'*;i^fcfi&L/s*-r& ( ^ ^e<j(r{±^^;v^;v/^^;v^ x 

^ n -•/•^;V#;W^'f;l/^ > sec- -ff-^iJ JV/^j tert- "T^hf^fi 

[0 0 3 9] 

[0 0 4 0] 

iPCl_§7 fr^fr* ;i^£ttj&L£»T*&i9, 

t'fji/T^/i, if;v*;w^^;i/7?yi> n — 7n t?;i>#;w?^ W ;W7 5 
sec-T'^l'ft-'W^-'f ;VT5 tert-^f-;V^ ;W^^f ;V7 ^ 

[0 0 4 1] 

TvCi_67;v ; ¥^^;v>'- i f^^;i/T 5 y^J ti, 7 < /^^tK^J©^^ l -off 

v C i_6 7 * P * 4 ^ t felfe-C * »9 > Mtt-M li 5> ^ ^ * * ^ 

^^;i/7$/*. V (sec-^f-;v) *JW^/f;V7 5yl, v (tert-"/f- 

miE# 2004-3083593 



2 0 0 3 -2 0 7 6 3 2 V : 25/ 

[0 0 4 2] 
[0 0 4 3] 

T)V3-)VT$ (D<mkW.=?'±.<ojmw.=f-h t v C i_6 T ;i/ * ;w ii >w*t J >Hf 

v*jcf-;i/#;w^<<;i/) if;i/7? -/if, [v (n-7nt?;l/) #;W^^OK] 

» r 

[0 0 4 4] 

)\s;^<Oi>&tfffi&Ltz&r-$> *K A'fW'ti* -^;i/^;w^^ ^t^y^ 

[0 0 4 5] 

;w^-T;v^^^L^*-e^ f ^* ^^^^ * yS> 

v'xf-jl/^jw^^jl/^^ry^ a^l/^-^V^W-^-f ;i/*#>36f % V (n- 
7u\£)V) ;v*^v3S, ^f-^^n 

[0 0 4 6] 

)V ^ )V ^ =- 4 v/n n-/f^^^*-;v^ sec— 



thfE# 2004-3083593 



#M 2 0 0 3 - 2 0 7 6 3 2 s< — p I 26/ 

[0 0 4 7]' 

;^Jl/*-;V7?/i> n-rf^*i*7 5>'^ sec -7^1'* A"* - 
[0 0 4 8] 

rCi_6T;i/^;v7>;v*-;i/ (Ci_6T;v^;w) 7 5y»J rCi_6T;wdr 

h tl%> o 

,[0 0 4 9] 

^^7 7^^^ *y (n-7^) ^^7 7^*36, ^y (sec-yf-^ 
) ^^7 7^^^!, -=&y (tert-^f-^) 7^ Jl/^rf^fbft&o 

[0 0 5 0] 

7r^*i, 5? (n-7Dk>) 7;v7 7^^ 5M v7n tf;v^;V7 r 

•=E^;i/^ S> (n-7fJV) X*77t-(**> v (sec- 7 f f;i') ^^7 7* 
[0 0 5 1] 

^y^W;^?*^^ 7<7S, (t;if^A'77 : E^) 757 



|iiIE# 2004-3083593 



#12 0 0 3-2 0 7 6 3 2 ^-v I 27/ 

[0 0 5 2] 

T (yCi_57JV^^;V77 ; E'f;V) 7 5/"*J tt, T^y^OTK^H^ 

^f;v^;v7 7^;u) 75 7i, (yxw^7 7 ; e^;v) 7 5yi, 
WfW;V7 7 ; E'f;l') 75/1, [5> (n-7°nt°;v) ^77^*] 

77*^1^) r^y^^W^tt^o 

[0 0 5 3] 
[0 0 5 4] 

^xfWJV77t^f (y-^;V) 7^1, v (n-ynif;l/) 7^7 7 
[0 0 5 5] 

7 7-;H, fh9t Knt'7-;v^ l-f7-4-77v 
^n^*^;^ 2, 5-^THffcf^n [2. 2. 2] ^ ^ ^ > ;V*^ s ^tf 

mfE#2 0 04-3083593 



#M 2003-207632 



28/ 



[0 0 5 6] 

—tits, [i] -e^s^a-i' s^/tfy ^>inm*w!) ra^-LK^sftasfiJ t 

[0 0 5 7] 

* 

safettjniftfc trtt^ mat, ieattt% wiawiv o^^, ja^aHs^^ 

^ *2> o 

[0 0 5 8] 

[0 0 5 9] 
[0 0 6 0] 

[ftll] 




R 3 

[0 0 6 1] 



[I] 



ffiiE# 2004-3083593 



2 0 0 3 - 2 0 7 6 3 2 ^- v I 29/ 



3)Ci_6T;i/^;^; 

.4) C 3_8 *> * o T ;v * ;V - C 0-4 T * M 

7) Ci_67^^;v*;v^-^7 ^ J 

8) c i_6 7 ;v * ;w * * ;K c i_6 7 ;v * ;v) 7 ^ 

9) 3~8l©^fny^n7;V^r^-Co-47;V^^ 

J 19 4***?>I«$n4tlfti^U i i"CCi_67^*;WfflS^±. RETT'S 

RlXl^R^-^lcfto-C, - (CH 2 ) m-^fSL, m(±, 3-6 

-[0 0 6 2] 

2) /Nor>M : f- 

3) Ci_67;v^;v* > 

4) C 3_8 -> * * 7 A/ ;v - C 0-4 7 a * 

5) Ci_67^^^7 5 

6) ^01-67^^^7 5 

8)Ci_67;V#;V*^**-^(Ci_67^^r^)7 5 

ttiiE# 2004-3083593 



#M2 003-20763 2 



^-v : 30/ 



X(±, Rla£T/R2art?-Jjf &c£oT, - (CH2) m -»$U m(i, 3-6 
[0 0 6 3] 

;VT^ Ci-eT^^r^*^**-^ (Ci_6T 7 5/*> 

-f ;v*> *JW^^V7 5 7i, t / C i_6 7 ^ # ^ * -f ^ 7 5 7 S> v 

Ci_6T;V/+;w*;w^^;V75 * j Z\j£T ^4 & (Ci-6 
, a/wt-t'f • *J Ci_67;v^r^*;w^W ;i/**~>&> vCi_67 

*-))sT< Ci_67;v^;v^.;v*-;v (c \.§t * )V) t 5 y *;v7 

>f/Hfe, ^^7 7^^^^!, t ; Ci-67;v^f^^^7 7 t'f ^7 5 / * • 
(Ci_67;i'*;v) 7^i, ^ci_67;i'^;v^^-7 7 ; e-f ^ (Ci_ 6 7;v^>'V' 

[0 0 6 4] 

ffi|E#2 004-3083593 



#M 2003-207632 



^<-v : 31/ 



, Ci_6T;v+;v*;v^;v^^i/^ Ci_6T;v^t^*;w**-;v7^ 71, Ci_ 

71^ ^7 c 1 _67Ji'^;v#JW^'f ;i/7 5 71, >>Xi_67;i'*;v#;w^^ ;w 
75 71, *y Ci_6T;v3r>i/#;w^'f ;v 7 5/ S, v>Xi_ 

/ C i_6 7 ;w 3=- ;v ;w ^ ;v * * v 1, v C i_6 7 ;v * ;v # ;w ^ >< ;v * * v 1 
, Ci_6T;v^;v^;v^-;^ Ci_67^^^^*-^75yS, Ci_6T;i/ 
dr;i/7.;v^-^ {C\-§7fr*)V) 7571, T^i^r^-OH, ^JC\^T)^ 

5 71, €7 01.67^^^7 7^^^7 571, > ? Ci_67;1'*;V'7n;1'7 r 
€^f;V7 5 7l, €7 Ci_6T;V^;1/7n;U7 r ;v (Ci_67;v^^) 75 71 

[0 0 6 5] 
[0 0 6 6] 

X, R6i:L-Cli, R5x(±^-^ v** s M^$^ L < ti^l, 
[0 0 6 7] 

r1 % r2^ Rla % R2a^jsv^T, 3 ~8l^f n7;V^r^-Co-47^^^ 



fflfE*if 2004-3083593 



#112 0 0 3 - 2 0.7 6 3 2 : 32/ 

[0 0 6 8] 

r jv ^ * * - ^ ( c i-6 7 ;v ^ ;v) 7 $ / If $ ^> dd-er^^HB 

;i/^;v^coffiitc7)7K*il : f-l±R 6 -ett^$tt-Cv>-c^ <t < , *#W4R 1 (3U± 

2-^h^rv*^**-^-2-7 p nt:;l/L lH-t:Vv>-2-* 

[0 0 6 9] 

rfc X\,*Ci-qT)v*)u^ R6-e^$ttrv»T^> i^C3-6y^°7;^;vi 

#01^5 ft, TkSfJITs EFn^y^f^i 

[0 0 7 0] 

X, Rl£:R2 GUi, RlafcR2a) t^C^o/;fj|StLtl±, JTFO 



ttilE# 2004-3 083593 



SfrM 2 0 0 3 - 2 0 7 6 3 2 v* : 33/ 

Mfel2] 

* ^^^■m fc ^^^ r ^^t^^ 

[0 0 7 1] 

■ 

t*->i«$^ eiiAwycaeja^ 7 jftasst^x ^f-^*; *f 

it o 

[0 0 7 2] 
[0 0 7 3] 

2) 1 X*i 2 Sttetf) 3 ~ 8M<D&&&& t < (iJI&TO»m*> 

3) 1X14 2 mftO 3~8M L < mtffiWkvmMM, 

[0074] 

1) tfn-;i/^>f e»; ^ 1, 2, 4- h V.T^SM ^ 



tBfE#2 00 4 -3083593 



#M 2003-207632 



^-v> : 34/ 



V-^V'Ol^ 1, 3, 4-t+t-77y-^y^H> 1, 2, 4-hV7 

V- ;w >f l , 2 , 3 - h y r V- ^ v w if 9 v- ;i/ v << 5 

>f/Hk f7y-^-7'f^i, -fyf7V'-^-7'f;l/S. f7v r 7V-JVyMJV 

>f s yv^fr 9 J4 << y Y-fr 9 J4 sow < y 

V y V <i 7"t- V v > v >f T v v V^^>f • tT d y V y v >f ;vi 



2) tfV^>-2, 5-^>Hf, tf>J5v>-2, 5-5M>Hls, 

-2, 1, 4 - y 5» >Hk 1. 2, 4-b';rv-^ 

- 1, 3-vM;v*^ 

3) 1, 3-7x-WVi > 1, 4-7xil/V*, 2-7;V^-n-l, 4- 

2, 6 -?7 9 Vy : J-i)V^ 1, 4— >^DA^yI/>S, 1 

, i, 2 - u 7*n tf uy^ 1, 

1, 3-v^n^>f-lx 

4) 1, 2-^^^l^^» (-CH2CH2-) s 1, 3.-hy^f-l^>lfi (- 
CH2CH2CH2-) ^ 2-y^f-W* (-CH 2 CH (CH 
3) -) , ^v'^l^S (-O-CH2-) v f7^f v>i (-CH 2 C 
H2CH2CH2-) ^> «$Wo 

[0 0 7 5] 

Vfb LXtfr* L < ft* 1, 2-v^7 t W>*x 1, 4-7i-W>i, 2-7 

;i/*n-l, 4-7x;l/>I > lfyyV-2. 5-^^;^ fcfySv>-2 

,.5-iM;l^ lf9W-2, 1, 4-t'^ , Jy>'^^i, 

1, 2, 4-f'J7v*-;V-l, 3-v>M;V^ 1, 4 -v?n^vl/>^ 



£BfE# 2004-3083593 



S$m 2 0 03-20 7 632 



^-y: 35/ 



-7i-V>S, 2 1 , 4-7x-l/>S, ti';v ? >'-2, 5-v 



[0 0 7 6] 



Art LtlJ, ^ 



1) 7x-;H, 

2) ^-7^;V; 

3) tfV 

4) fc?V ^ 5>— /Wi 

5) tr i; 

6) tf7v;i/». 

7) vf7V-;v^ 

8) tf n V 

io) > *)7 s svm 

12)4 V*t/'J;V: 



14) f7Vy;v : 

15) -f V 



16)f7y7V , J^, 

R7tf\ R5£t< ttQAr 
[0 0 7 7] 



miiE# 2004-308 3 593 



#M 2 0 0 3 - 2 0 7 6 3 2 *r- V : 36/ 

;v*o>f^vi, 7x;^yi, try 2 -^v' 

tTV 3 -t^v'S, 5 - h U 7;v^n^-^;vtfiJ V'/- 2 

[0 0 7 8], 

7i-;H, 4-7)Vtn7x^;H, 4-^OD7i-;vi, 3, 4-v7^ . 
tD7x^i v 2, 4-y7JVtD7x-;Pi, 2-h'J7^tn>f;V7x 

3->'J7;vtn7xijv^f^. 4-h'J7^tn^f;V7±-;v. 
3£ % l-n + y?!^^ 4-^^^;wt-JV7x-jvS, 3-"7;v^-n 

;veVy>-6-^^i, 2 -> y y^cM 'J 5 ->f ^36, 2- 
7)]/*u\sy V>- 5 ->f 3-7;i/^-ntruy^-6->f;Hfe, 3-*n 

nevr/-6-'f 2 h^VVfU 5 ->f^a6, 3-^b*vfcf 

2 - v 7 ;P t n > > + y If 'J v > - 5 - ;v i , 3-S>7 
;i/^-n> i>*vtfy ^>-6--f;v*> 2-tf^v-;^ 2 - tfy * v*-^* 
, 5- b V 7^/*nX^-JHfV 5 S> > - 2 - >f 2 - b V 7^#d^ f-Zl/lf 
U ^ v>- 5 ->f 3 - h V 7 Jl't D ^ f 6 - If V i^^^i, 

^v^;i^ tTn l -^f 2-^5 ?vy 1-45 ^v*4 

, hV7Vj;vI, 3 -4 y^yy^*, 1, 3, 4-t*tyr^^-2 
-4^*, 3, 4-tW7y*'-^-2-^;H, 2-^r 

3->f-/n£'; vv-6-^f;^ 2-y7;vto^f;vif'jy>-5-'f 
3-^7^o^f*if'j >*>-6-4;Hfe> 2-h'J7;vto^ b^y 

fcfy 5/^-5-^^36, 3- h y h^rvtTy 5/^-6->f^at. 4- 

7x;+y7x-^i, 5 - 7 x / y e 'J 5 y > - 2 - 'f ;H> 4 - (tfyv* 
>_ 3 _xf ;i/^-^v) 7x-;H, 4- (5-h'J7Wn^f;i/t:vry-2 
-4/M-*"» 7x-;H 1 6-7x;+yifJy>-3-^ ;v^^^fO^ $ fi 

EBfE#2 00 4- 3083593 



2003-207632 



^-5>: 37/ 



[0 0 7 9] 

Art L"C$Ji L < ' If n — 1 — >f ^S, 7ii^ 2-7W07 

3-7;v#n7xz;i/i, 4-7Wn7i-^i, 4-Jno7x 
-JV^ 3,.4-V7Hn7x-fl/i, 2, 4-y7^07x-;H, 2- 

PJ7;vto^f;v7i-;i/i 1 3-}'J7^tn^f;b7x-;v$, 4 — b U 

7Wo^fJl/7x^;l'i > 4-^W , >7i-^S, 4-^^>^^-JV7 

i^;Hfe % e'Jyy-2--f;H, 3 -* f-/Hf»; v ^- 6 —A 2-V7 
)V*u*?-)is\£v -J y - 5 - 4 3 -^7;w^-n^^-;vtfu 3»- 6 -^f;v 

2-7Hne'jr/-5-'f^ 3-7;^nf'J i? > - 6 - 4 
3 -^nntf i; v>- 6 2 h 3r->tf V v>>- 5 — T;^> 2-* 
h+vfcf'J v^v-e-^ ;v^> 3 >^fy tfv y>- 6 -4 >ugk 2-^7^ 
h^rvvfu -;>-5-/f;H, 3 _y 7;V/ ^ nP { b^^tfi;^?>— 6— >f 

3 - h y 7/M-n>if-/n£y 6 ->f/U*„ 2-h'J'7Wn^f;l/ 

i L< (±3 -*J7)l<*uj. f^ye'Jyv-6--f;H, 4-7Wn7 
x-^S, 4-^nn7x-;vi, 4-h'/7;vtn^f ;V7x-;vi, 4-^ 
F+y?!-;^ 4 ? >^;i/*-;V7x- If' ; 2 --f 

2 -7;v*n tfv 5 -4)^&, 3-7^*.nifijy>-6— >f^*, 3- 

*untf yy>-6 — >f 2 h^>fcf y v>- 5 --r;^, 3-^h* 
v tf i; 6 --f 3 - b 'J 7 ;v t n > f ;i< e V y > - 6 - 'f ^i, 2- 

[0 0 8 0] 

o 

[0 0 8 1] 



thU s &2 004-3083593 
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s<-V : 38/ 



Utl 3] 




[0 0 8 2] 
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^-v: 39/ 



Kb 1 4 ] 



No 



17 



18 



19 






No 



25 



26 



27 






Y 



20 




N 




28 




21 




29 





30 




23 




31 




XxH 



OH 
CH, 



24 




32 



F O ^ 




[0 0 8 31 
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s<-V : 40/ 



Hfcl 5] 




[0 0 8 4] 

— jra^c [i] ^asfrsffr&fco^-e*, #fc-«5S [i-i] 
[<ki6] 




ffi|iE#2 004-3083593 



#12 0 0 3-2 0 7 6 3 2 : 41/ 

[=£4^ R la N R2a % r3, r4 % W &tf A r ii, wim~®Z~?$>&o ] -«£ft. 
[0 0 8 51. 

[0 0 8 6] 

[<bi7] 

SJ£j£ 1 R 2 




Tfr*>X)V*-)V**vm<D%m&*%il<, R^ R 2 ^ R 3 > R 4 , WRIT At 
[0 0 8 7] 

:Hfis$; [II] ^Sfr-MfrfrWfcHttS [III] TSSftfcfl:- 
-frfcfcfc, »-C7? Hb1" 4 C 4: «9 — «5£ [I* ] X^fth^mt 

ffifE# 2004-308359 3 



#H 2 0 0 3 -2 0 7 6 3 2 : 42/ 

isi-2 :&Rfci&CTHRa; tr ] ft fc-HKa; Civ] -e 

& o 

[0 0 8 8] 

r 

♦ 

[0 0 8 9] 

HFj.fcv^) , 1, 4-5>**^> (ttT> r^^^^^J t^o) ^O^- 
f^j^^vK (J^T, FDMSOJ tv^) N £U if 
[0 0 9 0] 

„ #!l;ilfN, N' ^ h\ 2-^nn-l, Z-i? 

$.?W7& N, N' -y^V7'nt>*;i'^ 

-I' 5 h\ 1- (3 f JV7 ^ //n tf/lO -3-if^*^^^> ^ 1 

TWSC • HC 1J tv^o ) ^ "OVb 'JTV-^-l ->f^**'>- h V* 

K y7xx;vHfryF, 1, 1' -*JV**-;v^^ O 
- (7 - 7f^>Vb V 7V-;V- 1 -^^) -1,1, 3, 3-f l-7>f^ 
^ox l )A'\H7Wn^7x-F (JSLT THATUJ t^ 3 )) ^WJ^S 

* 

* 



{±JfE# 2004-3083593 



#0200 3 -207632 I 43/ 

* 

[0 0 9 1] 

»-fr*Jo«ffl*ktTtt, M\ [II] T^S^Mb^i^wctt 

0 

[0 0 9 2] - . 

KlSSEli* SHr* -50t-l00 'C«^$*U »3 t < 14- 2 0 *C~ 5 

[0 0 9 3] 

kj6«pm»±, air. 3o»-7Bfmmm^tL. »*l-<j±h*ib-2 4«f« 

[0 0 9 4] 

» 

t— ^ [i i i] -e&znzik&lfo tK£o~ci>— [i 

[0 0 9 5] 

"HR* [I I] ^Sft.S^^^W^ttfHWfrfc t"Ct4, «x«^n 

*L 1 9 8 3^) *#Mtc«*C««Tiri6-C*)*o 
[0 0 9 6] 

— Cb£ [II] ■CS$*t*<fc^oHlfc^ny>'fb»(± % — [II] 

iCL%> o 

[0 0 9 7] 

-K [ii] ^mztiMt&m<Dm&wteWfo&> ^^sm^m^^ 

m^YV^^T^y^r^xD^T. Htt* [i i] "e*3*t<Mfrfrtt 

ffi§E#2 004-3083593 



2 0 0 3 -2 0 7 6 3 2 I .44/ 

[0 0 9 8] 

[ii] T^$^-2.^^^>S14^^7-;v{i> — IftS: [I I] x^mzti 

^'K, 1- (3 -vMf-rt'TS y "/nt?;l/) - 3 - if^*;!'**^^ ^ F^«0 

^ 5 K% i-t^n^^yyfijjv'-jV (J&7\ THOBtJ ) ^ 

©N-t;Fo^yjl:'&ft;4--l>n7xy-;K 2, 4-^Fo7xy-;v 

[0 0 9 9] 

Htt* [II] t?a^^^^tK^^ttT5 Kl±, — jftS [II] -eg$tL^> 
[0 10 0] 

-l£5£ [ii] •e^^tt^'fb^^^ttMS^^it LT(iv — 
jr^ [ill] ti&lk&yd l ^wcft- l o . 5 -=e;v^ ^iifii^ ;v^J^$ 

[0 10 1] 
[0102]. 

[0 10 3] 

mSE# 20 04-3083593 



#M2 0 0 3 -2 0 7 6 3 2 45/ 

&&<D&m*tL-cte. [iii] x^zti&ft&mi'tfrfctt 

[0 10 4] 
[0 10 5] 

fflFSft, $f t L< fi- 2 0t:~ 5 0t:«^$tL^, o 
[0 10 6] 

^1±flS#*ffiv>S^oRf&l^ra-i:b-C{±, jilt, 5#W~7BW«^ 
Stl, L< tt3 0^-2 4 8#59«^£*l£o 
[0 10 7] 

> [i] •c***t*'ft'&*fc't 2>zttfx~$2> 0 &itmztiL—iB&: [i ' 

] t?^ Z tiZtt&yd t 1 £ $&»«tv tK^T 10-60 ^ejKUH^, # ft *l 

fcEEtc-^ [ i v] -e^^tt^'fb'S-^^inx.T 1 ~ 2 0 mfflRfo&ftio 

[0 10 8] 

, DMS 0^ s M^$tt^> o 
[0 10 9] 

h > ^ $ ^ - h $ tL& o 

[0 110] 

ft, -JESS [II] T^$tL^^t7l±, TfT»^JOTtk&t«g&46ffl"e£S 

ffiwE# 2004-30 83593 



mm 2 0 0 3 -2 0 7 6 3 2 *~3> : 46/ 

(Synlett) 6^ 8 2 91 (2 0 0 0^) , 
• * "7* • > f* -f ->T-^ - ^^h'J- (Journal of Medici 
nal Chemistry) > 4 1i, 1 8 5 51 (1 9 9 8^) , |WU 44 
7 0 31 (2001 40 ^ ^J-WrA t fr^ (Heterocyc 1 e s) 
^ 3 5i, 1 55 II (1 9 9 4^) , s sV**sX. (Synthesis) , 6 
09H (1 9 7 5^) > Vf — l-fr - *~f • Afnf'f ?'J"^ - ^^HJ- 
( Journal of Heterocyclic Chemistry) > 
3 2i, 1 5 6 31 (1 9 9 5^) CfB^Ml^D-CiHt^-i: Wit 
-2> o 

[0111] 

— ass* [iii] -cmztL&it&®\*, nmu&2izx 

o 

[0 112] 

[fb l 8 3 




[^,' Xi> R 2 $.tfR3{±, «TfBt:|BItT?**o ] 
[0 113] 
IS2-1 : 

tUSSEJRF 200 4- 3083593 
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0*C~2 0 0*C," «P2 L<fc*8 0*0-1 5 0ti:t, 1 0^-4 8B#IBk #:* L 
< t± 1 ~ 2 4 I^MjJP»-r* £ t iZX 0 
[0 114] 

; v*3r-9->\ thf> : yxf;i/x-f ji/foi-fji/ ; ^WL^^^y 

■ ■ 

[0 115] 

. L<{2l~5^;v#1f3t$ft&o 

[0 116] 

IS2-2 

ik&yo3_0>~ V n^^rilTnL— ^ [III] ft Sft^* *x 

^ifcli. fflAWTWO 0 2/4 0 0 1 9-£fcffiffcO;fri**JBv»S £ fcd^S&o 
[0 117] 

[0 118] 

«fi*fe3«±, w*9r*Ktt«Wc* £ £ o-«sft [i i] -efcSftMb 
Hbi9] 



(HO) 2 B^ R 8 O 
W 5 A . d8 



Ar _X 2 ► Ar ^ w " R ► Ar 



A 



W „n OH 



, 6 " [II] 

Ar— B(OH) 2 O 
X 2 ^ ,R 8 ^£ Ar^. ,R 8 A 11 



4' 



do 
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R8(i, COOR 9 Xfiv'7^S£^U Rfyi^lfgfc 

[0 119] 

ahedroiu 5 9 6 3 31 (2 0 0 2^) > Chemical Re 

view, 9 5^ 2457^(1995^) H|B«^fe*#M^§.*o 
[0120] 

.^ftfc'ffc^^ ^^t-;v^ (co.OR 9 ) xti^ry**^ 

[0 12 1] 

, [1, 1' -if* (v7x-;v^7-f y) 7xnt>]y^ao^7y | )Af 

[0 12 2] 

ilt Lti±, t-7^y-;K i^y-^f©r;v3-;v;THF, l, 2 

[0 12 3] 

ft'S4&_5.tf>i£ffl Jt L-ai. i -t^wfb^A^^ to. 9 ~ 2 . o ^;v^J 

m$*i, #*L<li'l. 0-1. 5^;W> ?: M$fr&o X> ^•yyvAllM 
ffifii:UT(i, l^cft^fclWU 0. 0 1-0. 5 ^&;i//6 s #l]^£tL£ 0 
[0 12 4] 

KlSSJEfc LT tt, MiB- 1 5 0 "C^f^S*^ f L < *4 7 0 - 1 5 0 Vtf 



tbfiE#2 004-308359 3 



#02 0 0 3 -2 0 7 6 3 2 s<-Z? : 49/ 

10 12 5] 

of Chemical Society, 31Z9I (1 9 5 3^) . Jo 
urnal of Organic Chemistry, 60^?% 750831 

, (i 9 9 5^) ]£* vmmmtxb&o 

[0 12 6] 

ioRjsti, ^mmm^mmM^&x^Mt^, w*>, hrs; [1-2 



Mb 2 0] 




[5£<*N P-hti, 7i-;i/S^iU Rl, R2, R3, r4 > ArXtfXitt, fit 

Hb2 1] 

-Qh 



£BIE#2 004-3083593 
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tt. 1 Xtt 2 Stft?) 3-8 *m^J3Sra#fiM*il*£^t-o ] 
• [0 127] 

— [ill] T^$^^.^ti*tf'j v^ff •e^w^fMb^vs ft^- 

*&_fi_£f**o IKv»tMiMl;^lt*WO 0 1/1 4 3 7 6^HSB«W* 

[IV] t?* 3 fcElSS^ [1-2] x~mzti2>4k&%> 

[0 12 8] 

— • • ptf'f - ^^f'J- (Journal of Medi 

cinal Chemis t r y) > 4 3t, 2 7 0 31 (2 0 0 0^) , 
9Al?n'/ • V?— X (Tetrahedron Letters), 381, 
6 3 5 9JC (1 9 9 7¥) > 1^ 3 6 1 71 (1 9 9 8#) ^fcSB*«>:£ 

[0 12 9] 
[0 13 0] 

; 7x-;l/7-kf^I> 7 x y ^ y 7 -t f )Hf ^ 7 'J - ^ 7 ^ * ^ ; ^ 

■ 

r t _ -y y if. = y ij # - ;i/^^^)^g^ r ;v n ^ v # ;v ;'^V^* + ->* 

ffiSE# 2004-3083 5 93 
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- 77M^t + y*H- ; h'J^fJVv U tert - 7*f- )V 

♦ 

[0 13 1] 

[7mM<D&m&] tLxn, mjLft x'^/nt, ^oe/i/j, >rv 

^ne;H, tert-y^;v*^oi&ar;v+;v* I > V^^^'>V^^ tert- 

ft 

fl'** 2, 3 ^y^Vy;^ 0 --fD^>V**> p--^^ 

>';>f;Vy'J^b^'>W*> tert— "^f-^V^f-^^U ^36% 
[0 13 2] 

^ ^y^nt>|, tert--/^;v*^i5^r;v^;v* ; 2, 2, 2->V* 

; ^>y';H, p->Ky^yy;M, p-^hn^y^ ^yXk K'J 

X t K y S fr* o 

[0 13 3] 

[0 13 4] 

miE#2 004-308 359 3 
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• >f > • Hr — if^-y 9 - l/V^sT* (Protective Groups i 
n Organic Synthesis) „ T. W. W ~> (T. W. G r 
eene)'li John Wiley & Sonstt (19 8 1^) #88] X 

[01351 
[0 13 6] 
[0137]- 

§ %L%) o 

[0 13 8] 

fc hMCH-l R*-3- Kt5 c DNAiJII [7xW • W-X (FEBS 
Letters) , 3 9 8t, 2 5 31 (1 9 9 6$) , - • 

fcf * 7 -f -799 (Biochimica et Biophisica 
Acta) > 14 0 1l> 2 1 61 (1 9 9 8*)'] 77*5 K^**-p 

WIE# 2004-3083593 



#JM 2003-207632 V \ 53/ 

EF/mic/cyto't^t'hoyxVttl) K? u-=.y? Ltz Q 

[0 13 9] 

iOMc h — i R*%:m2ttm&frbmML?zmm&*mkit^Rif5 o 

pM 0 [125 i] MCH (NENttl) t K> 7*-t«« (lOmM 
^b^^^v^A, 2mM i^I/W7 5 >E9^> 0. 0 1%^vhvv> 
S^O. 2% *? VJlf 7;V7*5 >*^tf 5 0 mM Tr i stfl pH7. 
4) 4"-C2 5'C^ lB#^^f > + ^-ys VLfcH, 77X7^^-GF/C 

7A, 2mM xfl/'/V7-5 VIHftflfcfttfO. 04% Tween-20^ 
tr50mM TrisW, pH7. 4 |:t«^ 7 ? 4 9 - ±J>Wi 

125 1] MCHfg^w-t^m^t^^5 o%mmw^t (IC50D *1frt>tz 

[0 14 0] 



[*1] 





I C50 (nM) 


2 


3. 1 


Hifc^J 1 4 


2. 0 


^J£#»J 1 8 


4. 3 



[0 14 1] 

±&<Ot&)-&§kW<Ott f &to\±* MCH-1 RW^MCHW^^t: 
|5&#U MCH— 1 Rfttimt LT^ffltSit^JoJto 
[0 14 2] 

t£oT> *5Wi«>fk<rtb»i, MCH-1 RJSS6f^ffl**^*^>.*S*^ * 

ttlfE# 2004-30 83593 



$H 2 0 0 3 -2 0 7 6 3 2 *J 54/ 

^ mi. us. JHfrfr*wfii. • aumi**, tmmm. mm& 

#^ EfcilW, Stblg$> «£JI1i^ ^/ni^Btt, t 

[0 14 3] 

* 

, II, IBflfflfr, Jffi&> JFFaft*^»*3K*> «*tflfcte£, fete - 9^>ifiLtt 
*JS,iU WitfaMOi^ tiW&S*, AMU *5*^ 

> &*XR5 • SUMS*** I51£lg#> KBEM> tf'Jt** 

[0 14 4] 

Lxa, mMfrW^£^xfe5fc<£m(D&m<vmnmi)mmmzx*$)t), 0B*.wr* 

fc? ;i/ ^ -f- ;v -fe ;v n - * n * ;i/ * -> I 1 ;Mr ;v a - x „ b <> -t n n -> 7* > > , 

* 

ffifE# 2 004-3083593 
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tj K>\ ^fT'J^^yfA, ''BU fitt>M> 

[0 14 5] 

, tWJ^IP^*»t*fi6*^^^^^W*^*" ifc ^** 0 "^ **** 
#J tc o T tt > J3 Bf^TlcX tiH&^a^ * K ?#$?X tt!8« $ £ ^T' o T & 

[0 14 61 

itLfcOlWJtt^ *»WO<k^*I^JBJS»^«)_l. 0-1 0 0ti%> 

SFSLOil. 0-6 0li%oi^lrt4ii^i, X> »±W*$ 

Wfiflt*0-9 9. 011%, JflL<li4 0~9 9. 0S»%-^*t^-t 
jfiLJE^^J, »RWlaE?6««I**^W-c% J:v> 0 

[0147] 

fcl)Q. 0 1 -2 Omg/k g£ 1 X> *»0«:^O*frti^ 

0. 0 0 2-10 m g/k g * 1 ~t0CMtS4t^WWi tv^o X, & 

[0 14 8] 

tBIE# 2004-3083593 
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[0 14 9] 

B^^b^%fc#fflffl^Jt<7)S2^Jt{i, S-^v-K 
[0 15 0] 

[0 15 1] 

±|S [m^m&mm t LX \t, W x. tf 1) ^ V ^ (gl itazones) Wx. 
Mi/jTVW* (ciglitazone) , y)VjfV?\r> (dargl i tazone) > xy^'J 

ffiIE#2 004-3083 593 



#12 0 0 3-2 0 7 6 3 2 : 57/ 

^7*> (englitazone) ^ ■i^9'V9"/y (isaglitazone) (MCC-555)^] . 
9V9*/> (pioglitazone) > n-//'jr/> (rosiglitazone) > W9V9 
V> (troglitazone) > BRL49653, CLX-092K 5-BTZD, GW-0207, LG-10064K LY 
-300512^COP P AR7 7=f—* h ;2)^h*A'5> (metformin) , 
(buformin) „ 7x'/W5> (phenformin) f^e^Tt-f Ki ; 3)^nf ^ 
VfoV'/*77T^ ; If-lBEfiW^J ; 4) 7-th ^^-9-.^ h\ *n;v7n/-*5 K 
, vTtf^X (diabinese) , ^'J^^7U' (gl ibencl amide) . ^V^'vK 
(glipizide) > /y7'J K (glyburide) , ^V^tfU K (glimepiride) , ^ 
ij^y'K (gliclazide) , /'J^F (glipentide) , ^ i ;*K> (gliqui 
done) , ^;V9 5 K (glisolamide) , h?*f$ K> 5 K^tf)*** 

iA")l/7;5)W^V^K (repagl inide) v xx^V— K (nateglinide) ^ 
O^^V-f-— K (meglitinides) ; 6)7#/HK— * (acarbose) > 7y*'v> 
(adiposine) , * 5 ^ 'J * (camigl ibose) > i^'Jf-h (emiglitate 
) % (miglitol) , (voglibose) , 7"7^V»- 

Q (pradimicin-Q) , 4)-)V#X9?-> (salbostatin) , CKD-711, MDL-25,673, 
MDL-73, 945, M0R143£O «-^3*/Kt'KnW- * ; 7) r > 9 5 X 

(tendamistat) . bU^f> (trestatin) A 1 3688^F?) c — 7 5 9 
— tfK«(W ; 8) V y «J K (linogliride) % A-4166^<7M V* V 
Sfl ; 9)* n^v^ (clomoxir) , xh^^yJV (etomoxir) *t0>J&W$ttiBM&9 
fffl#J ; 10) 5 99V \r—fr (midaglizole) , WJ (isaglidole) > x* 

V^V K— ^ (deriglidole) 'f* r V*iJ-> (idazoxan) „ X7n+t> (ear 
oxan) > 7/WCn*-9-> (fluparoxan) ^A27> 9 Y ;il)V*9 (bio 

ta) , LP-100, insulin detemir, insulin lispro, insulin glarg 

ine, >f U >3E», L y s - P r 0 - "f V >\ GLP-1 (73-7) , GLP17 5 
K (7-36) ^<D4 >7sV yttzliJ >5> t 4 v 97. \ 12) J T— 501> 
7 7 ;i/^'J^V-;V (f argl i tazar) Wf77V^>^> ; 13)MK-0767, C 
LX-0940, GW-1536, GW-1929. GW-2433. KRP-297, L-796449, LR-90&U*SB219994 

[0152] 
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■ 

(colesevelem) > nl/^f*'-^ (colestipol) s 
;v^;^r 5 y T ;V * ^flHVff^ ColestidS&MU LoCtaolestSMMMk Que 
strangM^^jjBfrmMISM ; 2) 7 h )^*7 * f - > (atorvastatin) , 
4 9*7*9*9-'* (itavastatin) , 7 )^*79^y (f luvastatin) , u*79^ 
y (lovastatin) , 7y*79?-> (pravastatin) > >)*79?-> (rivastati 
n) N X27*79^> (rosuvastatin) , ~/>*79?-> (simvastatin) > ZD 
-4 5 2 2^HMG-Co A*7G#*lfi«& ; 3) HM G - C o A^ffiW^J 
^xj-y-frju^T-JV, j?-i/h^fn-;v, ^fn-;^;V3vK, x-t*f-< 
^ (ezetimibe) m<Da V7 r n -;HTO1##J ; 5)7^3/ 5 ^ (avasimibe) ^ 
jr. 7 /U v 5 ^ (ef lucimibe) , KY-505. SMP-709^<7) 7V;V3xyf /f 
^fn-A'7'>JHs#iflif9J ; 6)JTT705> Y ± \ 7 V 7 (torcetrapib) 
, CP532632, BAY-63-2149, SC-59K SC-7953FO C E T P mm%\ ',1)79 V^y 

/y-K ->7'n7-f/7-K ?n7-f^9-b, ^ >• "7 4 7y — K 7x.S 
7^7'y-h^ yxVA^/ (gemcabene) , yi>7^7Dy> (gemfibrozil 
) \ GW-7647, BM-170744, LY-518674, 7 4 7 V v 9W&&&& (0llx.tfAtromidfi 

msm. hopid^mmm. Tricorgmmm ^ppar« t*-x y ; h»gw 

-4064, SR-103912me>FXR\s*79-T>9 7~xy ; ll)GW3965, T9013137 
, XTC0-179628^O LXRl"k79 — 7 zf—7 h ; 12) ±4 7 s * >^<D V #7* 

T-^y^^mmn ; \z)v~y-7yy*7-y*yy?mmn ; i4)5*n*/-Att 

b V ^O-ty Klffia&ffi*3W ; 15)BARA1453, SC435, PHA384640, S-435, AZD7706 
^flfitf-B*WMXIfi*#J 5 16)GW501516, GW590735#^> P P A R d 7 7—7 Y ; 1 
7) h V ^ V -fe U K£-l£&«#J ; 18)LAB687, CP3460863fFOMT T P M^J ', 19)© 

#J ; 2DJM>«»*ffi*S , J i 22)MK-591^W 5 - V tffSWfc* 
10 15 3] 

* 

ttiiE# 2004-3083593 
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x y^DD7it; h\ HKD7;VtOf7v ? K, '{VtPV^ K (indapamide) 
, t F n ^ n o f 7 y K § «0 f 7 y Kl ; 7" ^ ^ K (bumetanide) > V 
(ethacrynic acid) „ 70-bU\ hK^K*©*-^, 75n 

Jl/K^fD>7>^^ h .OjfOJR*! ;2)7^7*hn-;v (acebutolol) > 
7f ;d-jk ^'/D-il/ (betaxolol) ^;r/>n-;i- (bevantolol) > 
tfy/nn-;i/ (bisoprolol) \ **tf> (bopindolol) > *^xio- 

;w (carteolol) , *;Kyn-^ (carvedilol) > -fe V *7" n n - ;l/ (celiprolo 
1) , x^tn-ji/ (esmolol) > f/f^n-^ (indenolol) > ^-/nn- 
;l/ (metaprolol) ^ tKn-A' (nadolol) ^ ^tf**n-;V (nebivolol) 
:/>n-/u (penbutolol) , fcf>Kn-;K 7"d;Vd-^ V*n-;K 
na-Jl' (tertatolol) \ f'JVO^V (tilisolol) , f ^n-A^O £ - 
T FVt'J y ; 3)7Anyt'> (amlodipine) > 77- vtf > (aran 

idipine) ^ T-ir;V— vtf> (azelnidipine) , (barnidipine) > 

s<=.*J\Zv (benidipine) ', ^7*'Jy> (bepridil) (cinaldip 
ine) , y-Vlfvfc?> (clevidipine) , v^T-tfA (diltiazem) . 
tf> (efonidipine) . 7xDi?l: , y (felodipine) , 2fn,K5;i/ (gallopamil 
) (isradipine) , ^v'^tfV (lacidipine) > ( 

lemildipine) > WV# — Z?\£> (lercanidipine)> — fJ)V^^> (nicardipin 
e) „ i?7x-t:'> (nifedipine) \ -A^r^V (ni lvadipine) ^ --^r'fcf 
> (nimodepine) ^ vV;i/vtf> (nisoldipine) s — M/^lfV (nitrendipin 
e) , -7-^tf> (manidipine) , 7 p 7~v f t?>' (pranidipine) ^ /<?/<5/V ( 
verapamil) ^C9#;V>"7 A*-* >^;V7*o y ; 4)^:^-^^7' , ; >K ii~f\"f 
yju's *>9^f-/V;V (cilazapril) ^ f^^'JiV (delapril) . 
7tW/V* (fosinopril) % -YSy/V/K nW/V;K * J- * > V ^ 
(moexipril) , » (quinapril) „ ^-f-fW'yY (quinapril) ,7 

\*fVfr (ramipril) „ iVZ/Y-fVfr (perindopril) > 'J ^ K n 7 V ;v (p 
erindropri) ^ *-7 , y^ (quanipril) J* If 9 7* 'J ;v (spirapril) > 7" J # 
-7V)V (tenocapril) > b 9 > K77*V ;V (trandolapril) > V7x;7'J ^ ( 

ffiiE# 2004-3083593 
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zofenopril) mo>Ty*J*f- :5)*"?v"< h U 9 ? > (omapa 

trilat) , * K*t f 'J * (cadoxatril) , x* F V V A', 7 * v K > V ^ (fo 
sidotril) , Wh 1 ;?? b (sampatrilat) , AVE7688, ER4Q30*F©*Mk*> 
K^y^-^— IflfiftW ; 6)f , /-t>r/ (tezosentan) , A308165, YM62899^<^ 

^■9-;V*>\ n-9-;V^>, ^9>W> (pratosartan) , 9V*)rfr9y (tas 
osartan) , r*$1M'** (telmisartan) , ^;MJ7l/*>, EXP-3137, FI6828 
K, RNH6270^(OT>v ? ^r>'v>IIJ$^ ;9)-^?Vn-^ 7Df/n-* 

', 7*^ ? n - A4o « / 18 7 K V t W ? # - ;. 10) f ? "79tf 
v;v (urapidil) , fvV'yy, T*^/*^ MJt/'/a K**y'>>, "f 
7 h tf v ;v, r/F7<>, WHIP164, -XENOIO^O « 1 ^ n y * - ; 11) n 7 * * 
vv> (lofexidine) , ^7^-v> (tiamenidine) , ^V-v^ (moxonid 
ine) > 'JV^-^V (rilmenidine) , ?*7V^> (guanobenz) f^i27^ 
- 7, h ; 12) FXfo> BMBSHfrWtf & o 
[0 15 4] 

±IB MIIJ t Ltli, ^Jxifl)/N°a-t^> (paroxetine) , 7;V:t*-b 
^> (fluoxetine) , y ^yy )Vy <y (fenfluramine) , 7 )V y (fl . 

uvoxamine) , 4r ;V h 9 V V (sertral ine) , 5 7°7 5 V^f O 5HT(-t° h — 
y) h 9 >7s * ; 2)GW320659, 7*5/ 79 5 > , * ^7, 7*7 A (talsu 

pram) , y^x^V^^xmW^^^^-^-M^)^ 
*/<V MSanof i Synthelabo), SR-147778 (Sanof i Synthelabo), BAY-65-2520( 
;^x^), SLV-319(v;V*-0, *«MfeUSP5.532.237v USP4, 973, 587, USP5,013 
,837, USP5.081.122, USP5, 112, 820, USP5, 292, 736, USP5, 624, 941, USP6, 028,0 
84, W096/33159, W098/33765, W098/43636, W098/43635, W001/09120, WOO 1/963 
30, W098/31227, W098/41519, W098/37061, W000/10967, W000/10968, W097/290 
79, W099/02499, W001/58869, W002/076949, W001/64632, W001/64633, W001/64 
634, W003/006007, W003/007887& £^-658546 K^lke-^?)* >T"tT7 <{ K 

(CB-1) X-7s Y/4 ys*-XT=r~X Y > 4)W001/87355, W0 

ffifiE#2 004-3083593 
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02/08250% izmTFit&m^W V >T>^=T-^ h ; 5)?-* ^55 K, 3- ( 

✓O-ZntTyh (clobenpropit) , 3- K7x>/n tfy K ^7n^/7x 
GT2395, A331440, W002/15905Kpj?^fb^, 0-[3-(lH->f 5 ^V*-4-^ 7" 
n/NV * - b , ^7^^tH 3 y 9 3*-^. b (Lazewska 

, D. et al., Pharmazie, 56:927-32 (2001). * >77x; ✓'^^(Sasse, A. 

et al., Arch. Pharm. (Weinheim) 334:45-52 (2001)), M-7x^;^-^* 
^ - h (Reidemeister, S. et al., Pharmazie, 55 : 83-6 (2000) ) , 7"d^->7i 
>E^#(Sasse, A. etal., J. Med. Chem. . 43 : 3335-43 (2000) ) t * 9 * > 

(H3) 7 y 9 3"-* b * ; 6)T-226296(Takeda) , SNP-79 

41 (Synaptic), -£O»01/82925, W001/87834, W002/051809, W002/06245, WOO 
2/076929, W002/076947, W002/04433, W002/51809, W002/083134, W002/094799 
, W003/004027S.O ? #P32001-226269-^HM^O^t/^<75MCH - 1 R7>9^f 
h ;7)MCH-2R7^h/7>^^> ; 8) 3 - 9 n n-5-(l-(6-[ 
2- (5-xf ;i/-4- ^ f ^-f 7 V- ^-2--{ JV) -xf ;V] -4-^ ;V * 'J -;w4-^ 
ij y' >_2-^ 5 ; ).xf 7 x - )V] * ;Wn' 5 >S-f V"/nlf^f^ B 
IBP3226, BIB03304, LY-357897, CP-671906, GI-264879, * <3fllUSP6001836, W0 
96/14307, W001/23387, W099/51600, W001/85690, W001/85098, WmmYlWtX? 
TOOl/89528fc0§^*fc^lM*<ON P Y 1 7 >9 V ] 9)152804, GW-569180A, 

GW-594884A, GW-587081X, GW-548118X, FR235,208, FR226928, FR240662, FR252 
384, 1229U91, GI-264879A, CGP71683A, LY-377897, LY366377, PD-160170, SR- 
120562A, SR-120819A, JCF-104, H409/22, ^?)fi&USP6, 140, 354, USP6.191.160 
, USP6. 258, 837, USP6.313, 298, USP6. 337, 332, USP6,329,395, USP340.683, US 
P6, 326, 375, USP6.329.395, USP6, 337, 332, USP6, 335. 345, EP-01010691, EP-01 
044970, W097/19682, W097/20820, W097/20821, W097/20822, W097/20823, W098 
/27063, W000/107409, WOOO/185714, W000/185730, W000/64880, WO00/68197, W 
000/69849, W001/09120, W001/14376, W001/85714, W01/85730, W001/07409, W0 
01/02379, W001/02379, W001/23388, W001/23389, W001/44201, W001/62737, W0 
01/62738, W001/09120, W002/20488, W002/22592, W002/48152, W002/49648, W0 

tUSE# 2004-3083593 



#M 2 0 0 3 -2 0 7 6 3 2 ~7 : 62/ 

02/094789^1 Gorman et al. f J. Med. Chem. 43:4288-4312 (2000) KfflTfiOft 
&to&V> N P Y 5 7 > * h ; 10) t h tt&A. V "/f > (PEG-OB, Hoffman La 

Roche), i«x.^ft-;H/7'f>(7'A^>)fOP7'f> ; 11)USP5, 552, 524 
, USP5, 552, 523. USP5, 552, 522, USP5, 521, 283, W096/23513, W096/23514, W096 
/23515> W096/23516, W096/23517, W096/23518, TO96/23519SU ! TO96/23520.HB 
mit^^<D V -73- yffl&fr ; 12) tW7x> (RevexS«lSS) * 3 - ^ > * > 
t;H>l/^y>, 1-u*yy^ t^l-^VV, W000/21509OP§^b^#^^ 
fc?*>f K7>^^7> ; 13)SB-334867A, * ?>fl&W001/96302, W001/68609, WOO 
2/51232, W002/51838& 0*1003/023561 K H5j*f fr&WSW *-\/* s sVy 9 =T- * 

y ; u)#y^i/y&&te*y'79 4 7$ tx—x y ; i5)ar-ri5849, Gi-ismi, 

JMV-180, A-71378, A-71623, SR-146131, *©1feUSP-57391O6Ki8j^ft^*£<0 
nl^^h^^A (CCK-A) 7=f-*h ; 16)GI-181771(Glaxo-SmithKline), S 
R146131(Sanofi Synthelabo), 7 9 ^9 A K (butabindide) , PD170.292, PD 
149164(7 7 -f -9* — )^C9CNTF(ciliary neurotrophic factors) ; 17)axokine(Reg 
eneron), ^<£>«)94/09134, W098/22128, W099/438131CS^W^^^CNTF 
flS#;18)NN703, (hexarelin) , MK-0677, SM-130686, CP-424,3 

91, L-692,429, L-163,255, USP6358951, 7^ V #4#ffrfm»^2002/049196 
, |W] 2002/022637, W001/56592, W(W32888Ki§^^fc^t/^J&K*^' ; e >ft 

h;19)BVT933, DPCA37215, IK264, PNU22394, WAY161503, R-l 
065, YM348, -eo«P3,914, 250, W002/36596, W002/48124, W002/10169. W001 
/66548, W002/44152, W002/51844, W002/40456S.D f W002/40457^^^cojb^^ 
O-bD y~>V*79-2 CT=f—A h ;20) > 7 7 n;vf ^ 3 ^§#7 h 

■ 

; 21) CHIR86036 (Chiron), ME-10142, ME-10145(Melacure), -t tf>M)99/64002> W 
000/74679, W001/991752, W001/74844, W001/70708, W001/70337, W001/91752, 
W002/059095, W002/059107, W002/059108, W002/059117, W002/12166, W002/117 
15, W002/12178, W002/15909, W002/068387, W002/068388, W002/067869, W003/ 
007949^5. U ? W003/009847^Pa^O / fb^t/^O> 7 J 3^74 ^M^fT ^-7, h ; 
22) «>r h 7 5 V (MeridiaSMIR/ReductilS»ieai)».O f -e-w^ ^t&USP4, 
746, 680, USP4, 806, 570, USP5, 436, 272> 7 * U * ##Jr Hi|I*^2002/0006964 
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, W001/27068& 01001/62341 K ffl7F<7)W^fc^<0*: / 7 5 >#5ftJRIfi#jM ;23) 7* 
Jfy7xV7iV7^ (dexfenfluramine) , 7 ;v * V > (fluoxetine) , 
£>HfiUSP6, 365, 633, W001/2706025.O f W001/162341H^^W-t Ob - >IPR >J 
ffi$SI;24) =f>$^7^ K 1 (glucagon- like peptidel) T =f— * h ;25) 

h b° 7 * - h (Topiramate) (TppimaxgSlStR) ;26) 7^77 - Aft-frW57 (p 
hy topharm) (01 x if, CP644, 673) ; 27) 7 -fe C o A U 9 — 2 (AGC2 

) ffi*^iJ;28)AD9677AAK677(^a^»/S:fflmp D p)> CL-316,243, SB418790, B 
RL-37344, L-796568, BMS-196085, BRL-35135A, CGP12177A, BTA-243, W427353 
, M/*K'J> (Trecadrine) , ZenecaD7114, SR59119A, MP5705515, U 
SP5451677, W001/74782& tfW002/32897, \zWmiY&%S*£<n ^7KVt'J>^-fe 
3 t^t, h ;29)^7v;v^'J-tn-;V7y^ b 7 ^^7x7— b"l PIS 
;30) v7 ">;V^ V -b n ~^7 isA> h 7 7 x 7 —If 2 P1W#J ;31) * ^ V- > 

(Cerulenin), CT5*©JBI»m^Jftlfi*H ; 32) 7 * 7 W 'J ^>Kv7^>. 
(pentoxifylline) , tV'Jt^ K (zaprinast) , v;Vt v T"7 <f ^ (sildenafi 

1) , T< } )yy (amrinone) , 5 7 V (milrinone), i/fl^^K (cilost 

amide) , Dtf7"7A (rolipram) , Rltz/USy*}* (cilomilast) *£*>*X 

4 

* v^T, 7 7 tf |S#£lJ;32)KB-2611 (KaroB i oBMS) , -e<D«02/15845, #19200 
0-256190 KM^lfc^t^^ n-f K*)^>jJ7^ h ;33) 7 

4- [(E) -2- (5, 6, 7,8-7 f7 H Kn-5,5,8,8-f> J *<J-fr-2-")"7 9 V-)V)-\- 
7n^-;l/]£&##(TTNPB), Vf /'f (retinoic acid) , ^^^1099/ 

00123^P^«0'fk-^^#O7-i' ^ — y 9Wl (phytanic acid) ;34) 3r Vjrj ;V.x7, 
Yxjy^ ^(D^&del Mar-Grasa, M. et al. f Obesity Research, 9:202-9 (2001) 
KfflTjiOlk&yiJ^ori'frx-X hny> ; 35) tJOV 3 =i ^ "f YT*s9*~X 
h ;36)BVT3498, BVT2733, * 0^001/90091, W001/90090, W001/90092fcl83*ft 
-a-t/^^ll-iS t Kn#y7>fD^f Kt*H Fn y 7— fe*lMPfi«^J ; 37) 7> 7 7V 
;v c o AKI&jft#J 1 M#J (stearoyl-CoA desaturase-1) ; 38) -f V a W v > 7 
V*'J y K (isoleucine thiazol idide) , A'J^t'D'jyK (valine pyrrol idid 
e) , NVP-DPP728, AF237, P93/01, TSL225, TMC-2A/2B/2C, FE999011, P9310/K3 
64, VIP0177, SDZ274-444, *-©fl&TO03/004498, W003/004496, EP1258476, W002 

H1SE#2 004-308 3 593 
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/083128, W002/062764, W003/000250, W003/002530, W003/002531, W003/002553 

, W003/002593, woo3/oooi8o& moo3/ooom{zm^oit^m^<D^^^v ^ 

y-^flVU^M;39)T f7tFn'J ^^(orlistat/XenicalgiiiS^) 
, TritonWR1339, RHC80267, f7t*-> (tea saponin) , V 

if-;V l )M'J7x , JA'*A7x'-h (diethylumbelliferyl phosphate) , FL- 
386, WAY-121898, Bay-N-3176, ^V?? b> (vali lactone) , ^f7V^(e 
steracin), 'x.*? 9 Y > A (ebelactone A) , :c«9*h>B (ebelactoneB) 
, RHC80267, ZVWHOO 1/77094, USP4, 598, 089, USP4.452, 813, USP5, 512, 565, 
USP5,391,571, USP5.602.151, USP4, 405, 644, USP4, 189,438&mJSP4, 242, 453 1 

fflmott&m^n v «na*«i;39)iiiw» b 9 * -is«ffl;4o) v * * 

[0 15 5] 

& o 

[0 15 6] 
[«#!)] 

*i&<>anNi*v\, ft, ««-?ffiv>fc#*tt*Mu #t3|a®L^v^f)TtJMp D p 
tttffltfeo ft, H-NMRIifb7^^v7>«Stbti^: 0 

[0 15 7] 
SHiffl) 1 

2 -.f yyntf;i/-6-~bnf [1, 2-a] li'Vv^K 

(1 ) 3 -^^;i/-2-^^/>- (7. 2g) 0^7-« (70ml) 

ttiSE# 2004-3083593 
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*?frT\ ^n?> (4. 3ml) fcillx, 5 ~ 1 0 T5"C 1 *mWft\*>iZo EU&fo 
fcyjc 4 0ml frill*, MiaT*— Lfc 0 RJS«Efc 1 NRm# V f 

-yn*-3-^^^-2-y^/> (9. 0 g) Wffi4tt^#^o 
(2) flUffi (1) «l-^n^-3-^f^-2-^/> (9. 0 g) > 
2-T^y-5-^>at°V^> (5. 5 g) Oxjr;-*i»j|}j[ (5 Om-1 

£ fci •) mmit^fy) ( 4 . 9 g) ^afelfttLTIIfc. 
1H-NMR (4 0'OMHz, DMSO-d6, 5 p p m) : I. 33 (6H, 
d, J = 7.2Hz), 3. 20-3. 28 (1 H, m), 7. 95 (1H, d 
, J = 9. 6Hz), 8. 42 (1H, d, J =9. 6Hz) , 10. 03 (1 
H, s) 

[0158] 

mm 2 

6 b n - 2 - -fu tf;W * y-f [ 1 , 2 — a] tf U yvjHMfi 

3-^f-;v-2-^^y >c7)ft*?<9 1"2 > (20. Og) Ifflv^t 
*j6«l*- (1) kR#OlWt*ffv», 2-75/-5--bne'jy> (5. 

5 g) zm^rm&wi - (2) -tiPiaioiM^tfT ^tia mmik&m ( 

5. 6 g) ^feIfttLt#/;o 

1H-NMR (4 0 0MHz, DMSO~d6, 5 p p m) : 0. 95 (3H, 
t, J=7. 2Hz)', 1. 6 5- 1. 8 0 (2 H, m) , 2. "8 2 (2H, t 

* 

, J = 7. 2 Hz) , 7. 95 (1H, d, J =9. 6 Hz), 8. 37 (1H 
, d, J =9. 6Hz) , 10. 0 5 (1H, s) 
[0159] 

mtmz 

2-^-y + ;vW-6--bD/f5r/ [1, 2-a] lfU5?> 

l-^ntet3H> (9. 5 g) 25.0 f 2-T5y-5-->ne'Jv f > (5 
. 0.g)'ifflV»t,fi|«l- (2) kra!»OlW^*ffofeo'ftfe*tfc«#*ft 

tfifE# 2004-3083593 
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flMfrfr* (1. 5g) ^WtU#/:„ 

1H-NMR (4 0 0MHz, DMSO-d6, «ppm) : 1. 40 (9H, 
s) , 7. 91 (1 H, d, J = 1 0. 3Hz), 8. 15 (1H, s) , 8. 
2 9 -8. 3 0 (1 H, m) , 9. 94 (1H, s) 
[0 16 0] 

wtm 4 

3-^^;v-6-->n-f [1, 2 -a] b'V^V 

2 -rntenetVT^fli F (20. 0 g) ^2-75 ^-5--hn 
fijyV (14. 0 g) £ffiv>T§gji#!)l - (2) fcjfflfllOHftSrlTofeo #<b 

iia^ SIM (12. 7g) Ltffco 
1H-NMR (4 0 0MHz, CDC 1 3 , Sppm) :2. 59 (3H, s) 
, 7. 58 (1H, s) , 7. 65 (1H, d, J = l 0. 0Hz) , 7. 91 
(1H, dd, J = 1 0. 0, 2. 0Hz) , 9. 02 (1H, d, J = 2. 0 
Hz) 

[0 16 1] 

umm 5 

2 , 3 -vV f-*- 6--hn^f^7 [l", 2 - a] tf 'J 
3-7 , n^-2-^y> (2 5. 0 g) ZtU f 2-T5y-5--hDVfU^ 

> do. o g) *m^xwkm.mi - (2) tmn<v%kft*fto^o n^ntzm 

iftlS^ JSSE* i 9 J - >nMW&A-r * -tt^ 1 ? ( 2 . 7g) 

1H-NMR (4 0 0MHz, CDC 1 3 , 8 p p m) :2. 47 (3H, s) 
, 2. 50 (3H, s) , 7. 53 (1H, d, J = 9. 6Hz) , 7. 87 ( 
1H, dd, J=9. 6, 2. 0Hz) , 8. 93 (1H, d, J2. 0Hz) 

[0 16 2] 
W&M 6 
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2 _, > ^n7°nE°;V-6-- MaW ^ *TV [1, 2-a] tf;>^#IBfc& 

3->f^-2-^y^ftfc!)i:*>?n'/n^fHh> (19. 7 
g) *fflv»T«3i«l - (1) fcR»^«fcft*ffv^ 2-75;-5-^>at? 

(16. 0 g) £ffiv>-c, «jtfll- (2) fc R*©tWfrMn £' fc J: 
»K Umfc&tfo (2 0. Og) ^fiWtl« 0 

1H-NMR (4 0 0MHz, DMSO-d6, 8 p p m) :0. 94-0. 9 

8 (2H. m) , 1. 10-1. 16 (2H. m) , 2. 20-2. 27 (1 H 
, m) , 7. 8 5 (1 H, d, J = 9. 6Hz) , 8. 2 8 (1 H, d d, J = 

« 

9. 6, 2. 0 H z) , 9. 9 5 (1 H, s) 
[0163] 

WkM7 . 
2 -i / ?u7u\£)V-3-*r)V-6-~}>u<{ S^S [1, 2-a] 

l->>?nynif;i/- l-yn/V> (2 5. 0 g) ?:fflv>tSi« 1 - (1 

) fcHHtoUffciffv*, 2-T^y-5-^hat°'Jv ? > (2 3. 0 g) tfflv* 

9. 4 g) SrJHySJifcLTftfeo 

1 H-NMR (400 MHz, CDC 1 3 , <5ppm) : 1.01-1. 1 2 ■( 
4H, m) , 1. 9 5- 2. 0 4 (1 H, m) , 2. 58 (3H, s) , 7. 4 

9 (1H, d, J =9. 6 Hz) , 7. 85 (1H, dd, J = 9. 6, 2. 0 
Hz),8. 90 (lJ, d, 1 = 2. 0Hz) 

[0164] 
8 

:/n*e/nf>Bft.x*-/M2 1. Og) ^2-75/-5-->at: i J^> 
(2 0. 0 g) £fflv>-CMdiMl - (2) fclTOoHMlEfcffofco #fc*tfc»ft 

, mmft&ya (25. o g ) mafti i/f^. 

ttiSE# 200 4 - 3083593 
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1 H-NMR (400 MHz, CDC 1 3 , £ p p m) : 1 . 45 (3H, t., 
J=7. 2Hz) , 4. 48 (2H, q, J = 7. 2Hz) , 7. 77 (1H, 
d, J = 9. 6Hz)', 8. 01 (1H, dd, J=9. 6, 2. 0Hz) , 8 
. 35 (1H, s) , 9. 27 (1H, d, J = 2. OHz) 
[0 16 5] 

>f . ;V/ 3 _pi^;v_6--hn^ [1, 2-a] tfy3»-2-*>M* 

3-7'o*-2-t*V^/x-h- (11. 0 g) RO^-T^y 
_ 5 _- hn^'J (8. Og) £/Bv>TMa£m - (2) tmffiV>Mf*ft 

) -effifi-r & i K J: 0 > &»f&frW ( 2 . 5 g) SrH-feM 4: ttffco 

1 H-NMR (4 0 0MHz, CDC 1 3 , <5 p p m) :2. 91 (3H, s) 

, 4. 01 (3H, s) , 7. 72 (1H, d, J=9. 6Hz) , 7. 99 ( 
1H, dd, J = 9. 6, 2. OHz) , 9. 06 (1H, d, J=2. OHz 

) 

[0 16 6] 

n&m io 

3 _^^. ;l/ _ 6 _- yu-2-9- b7t Kn-3-75-M5'^/ [1, 2- 
a] fcfVv^ 

3 _^^. ;1/ _ 2 -y^y VOftfr 1 ? K 1 -fh7t KD-3-77-JV- 1 - 
7*d;V> (5. 4 g) Zm^XWrnm l - (l) fcH#«>t*ffc*lTV\ 2-T 
^y-5-->otfUV> (4. 7 g).*fflv>T, (2) 

»ifc-eifci£U -7'J*W7A?n7^77^- 

2 / 1 ) X-ffiU-f Z tfcCiD, MMfo&%>' ( 2 0 0 m g ) £ If feMJI 1 1 T# 
/- 

' o 

1 H-NMR (4 0 0MHz, CDC 1 3 , S p p m)' :2. 31-2. 38 ( 

ffifE# 2004-3083593 
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2H, m) , 2. 55 (3H, s) , 3. 60-3. 68 (1 H, m), 3. 9 

1 (1H, t, J=8. 0Hz) , 3. 99 (1H, q, J=8. OHz) , 4 
. 11-4. 18 (2H, m), 7. 59 (1H, d, J = 9. 6Hz) , 7. 
90 (1H, dd, J=9. 6, 2. OHz), 8. 9 5 (1H, d, J = 2. 
OHz) 

[0 16 7] 

s&m 1 

2--YU-6, 7, 8, 9-f h7tKof'JK [1, 2 - a] ^>X-f 3 ^ 

(10. 0 g) Xtf2 -T5 / - 5 - - h a fcf V 
v> (3. 0 g) Srfflv»-CiBSffil— (2) t^lft^ofco »?>*tfefl 

Cii), fEIHfc^ (3. Og) ^IM B B B J:Lt#io 
1H-NMR (3 0 0MHz, DMSO, S p p m) : 1. 7 5-2. 0 0 (4 
H, m) , 2. 6 5 - 2. 8 0 (2 H, m) , 2. 8 0 - 2. 9 5 (2 H, m) 
, 7. 59 (1H, d, J =9. 6Hz), 7. 86 (1H, dd, J = 9. 6 
, 2. 1Hz) , 9. 3 4 (1H, d, 1=2. 1Hz) 

[0168] 
WL&W 12 

2 2, 2-b'J7;^n-N- (3-^f^-6--fn^5r/ [1, 2- 
a] tfV v>~ 2 --f;V) 7-fe>75 K 

(1) 2-T^y-5--hntfv^> (4. Og) , p -> ;i/.x 

■ 

*H7>f K (5. 7g) ©lfyy>JB»»» (4 0ml) fclOOlCe— fi£« 

#t^o (2 0 omi) nar, *fmtfe@ff*autLN 

5 - - h n - 2 - fcf D v-;i/) ^m^tyTU' (6. 7 g) £#£ 0 

(2) *WB (1) "CftM\&® (3. 0 g) > 2-7*n€7"oet>'75 K (1 . 
. 9 g) ©DMFflil (2 0ml) 77°nli';VxW< > (2. 2 

ffilE# 2004-3083593 



#M2 0 0 3 -2 0 7 6 3 2 70/ 
m 1 ) fcillx., 9 0 "Cr— g&mWL?z 0 ^JM^tR (2 0 0ml) #r 
Wuuttv (6 0ml) > MyK V } ) 7P* u WBfc (3 0ml) 

$fflt%m (2. 2 g) *ifeg H B B ^ LT#7to 

1H-NMR (4 0 0MHz, CDC 1 3 , 8 p p m) :2. 61 (3H, s) 
, 7. 58 (1H, d, J=9. 6Hz) , 8. 03 (1H, dd, J=9. 6 
, 2. 0Hz) , 9. 05 (1H, d, J=2. OHz) , 10, 56 (1H, 
brs) 

[0 16 9] 

W&M 1- 3 

2, 2, 2->'J7Wn-N-^f^-N- ( 3 -* 6 - — h n >f ^ ^ 

V [1, 2 -a] tfV v>-2-W;i/) 7-t>7 5 

taafrW 1 2Ti#^t^ (3. 0 g) WTHFM (50ml) C, 7»T> 
TkSHb^V^A (6 0%«MJU- 5 5 0mg) 3 0 53-W»#U;fco 3 "Mfc 

(1ml) «rJdx.> ffia-C* 3 f^Wf^ RJ£*t*^ftv»/fcr ft 

Rif^=5/1) T?fltS4i-*ifcm: 0, a»ffr&*& (1. 7g) 4:5HM&& 

1 H-NMR (4 0 0MHz, DMSO-d6, S p p m) '. 2 . 54 (3H, 
s) , 3. 30 (3H, s) , 7. 74 (1H, d, J = 9. 6Hz) , 8. 0 
1 (1H, dd, J=9. 6, 2. OHz), 9. 47 (1H, d, J=2. 0 
Hz) 

[0 17 0] 

* 

rn.rn.rn 14 

4. _ (p;7;i/tn>f^) [1, 1' -fcf?^-^] -4-*^#->Bfc 

mfE# 2004-3083593 



#112 0 0 3 -2 0 7 6 3 2 ^-v . tv 

xf 3-;vy^f ;H-f ;V (4 0 0ml) - 2 MftSt h V A* 

« (8 0ml) Wfi^»*i:4 - /n^^/h V 7**9^f K (5. 0 g) 
N 4-^,jv^y7x-;v*'oy| (3. 9 g) > f b5^HJ7x^W 
7r^7y^A (2. 5g) £2JD;U 1 0.0tt-S»L^ «ETll ' 

C t J; *) mMit^ (4. 2 g) ^fi«tLt§/;o 
1H-NMR (4 0 0MHz, CDC l 3 , d p p m) :7. 70 (2H, d, 
J=8. 0Hz) , 7. 7 2 - 7. 8 0 (4H, m) , 8. 16 (2H, d, J 
= 8 . 0 H z ) 

ESI-MS Found Im/z 2 6 5. 0 [M-H] - 

[0 17 1 ] 
MMU 15 

2-^;l>-4' - (]>ij7;^Dp!f^) [1, 1' -t*7x-iV] -4-* 

h * 

4 _ 7;vtn^f;P) 7x^;i/**nyi (5 3 0mg) 1^4-7*0^ 
_ 3 -^;w^>-t£>#;i'**ym (5 0 Omg). £ffiv>T$!Bi#J 1 4 £: IW^Sfc 
ft£fird£fcK«fc *)\ mmit&m (5 9 Omg) £6fe®#fcLT#7to 
ESI-MS Found: m/z 2 79 [M-H] ~ 
[0172] 

m&m 1 6 

■ 3- 7 ;i/*n-4' - (f'J7^tn>f^) [1, 1' -^7x^] -4- 

4 _ (>i;7;i/*n^f-;i/) 7x^;i"fn>i (5 5 Omg) ^4-70^ 
-2-7)V*u^>*2l'*)l'$ym (5 0 Omg) £ffiv>TSJJji$I 1 4 R«<0 . 
mftZft 7 ^ £ I" £ , (6 7 0mg) tfiWt LtUfco 

ESI-MS Found:m/z 2 8 3 [M-H] " 
[0 17 3] 

m&m 17 

tBIE# 2004-3083593 
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4. -.(>W;V7*^) [1, l' -tf 7i-;i/] -4-*;w**v^ 

ESI-MS Found:m/z 2 7 5 [M-H] - 
[0 17 4] 
18 

4 _#;V,K*v'7i-Jl>*n>S| (7 0 0mg) Rlf 2 - fu * fcf V v > (8 
0 0 m g) *fflV>T«S« 1 4 I^OJitf^T 3 - t \Z X *) , $»flS*fc ( 3 

ESI-MS Found :m/z 2 0 0 [M + H] + 
ESI-MS Found :m/z 198 [M-H] ~ 
[0 17 5] 

mmm 19 

4 - YZ-Z/fJfrtf-fr) 7x^;^*ny| (3 1 Omg) 

-5->f*eyy> (3 0 0m g ) fc/Bvi-cMflii 4 fc H**>Sffc*fH £ 

td J: »5 ^ 4- (5-^-^^-2-t: 1 ; ^>V"x- h t#Vc 0 

tiz 5 NTicm^bf- b 9 A7K»«-csn*^-f * - t £ * ^ - (20 

Omg) *SWttt#fco 

ESI-MS Found : m/ z 2 14 [M+H] + 
[0 17 6] 

■ 

SH&0U 20 

4 _ ( 5 _^nn-2-ti°V^^) ^v-Jf^^^^^Bt 
4 _ h^5/7t;;v#^;v) 7x^;Wfay| (11 Omg) XtT2, 5-v? 

jruuWJy (2 0 Omg) *Jiv^T*^'l 4 £ H»«»f^tff "5 - t K * 
*K >t+;i/ 4- V^- h 5 

NTkm^ h v * j»7k®®.-?m&5mir %> ztKzn, mm\&m ( 1 1 o m g 

ffifE# 2004-3083593 



#11 2 0 0 3 -2 0 7 6 3 2 ■ : 73/ 

m 

ESI-MS Found:m/z 2 3 4, 2 3 6 [M+H] + 
[0 17 7] 

»3gfll'2 1 

4 _ h^v^;i/^;v) 7i;Mny| (4 0 0mg) 2 - 7 v * . 
_ 5 _^ js^vtfV 9 Jy (5 0 Omg) fc/B^TSBtfO 1 4 t\a\W.<DWP*ft*> 
-hdit), 4- (5-^ h4rV-2-tfU> ? ;V) ^>V^-h£#*: 

2 7 0mg) *6Wi:Lt||fco 

ESI-MS Foundlm/z 2 3 0 [M+H] + 

[0 17 8] 

w&m 2 2 • 

4_^;v^y 7x -jWfn>MO f 5 -^n*- 2 - (^7Wn>f;v) 
l;'jy'> (2 0 0mg) ^fflv^T^^Jl 4 ITOO^fpSrfH ^ fcK* *K * 

mt&m (i 9 omg) ^efes-frfc t-c#/c 0 

ESI-MS Found I m/ z 2 4 8 [M-H] - 
[017 9] 

fijftAI 2 3 

) tf <; v > * m^xmtm 1 4 1 mu<?>Mt zft ^^tizx<o, mmvc&® * a 

ESI-MS Found:m/z 2 6 6 [M+H] + 
[0 18 0] 

SBifll 24 

4 - [5- (HJ 7;v*n*?-;v) -2-tfUv;v] 
4-*W'>7x^#nyS (3 5 Omg) XO f 2-7'D*-5- O'J 



mSE# 2004-3083593 



#02003-207632 v . 7V 

7;l/tD^f;i/) e'Jy>(4 0 0mg) ^fflv>tlM 1 4 t WM<OWfe*ft 
Ht^i^ SUM (3 8 0mg) £a*feB#t LTftfco 
1 H-NMR (4 0 0MHz, DMSO-d 6, d p p m) : 8'. 0 8 (2 H, 
d, J = 8. 0Hz), 8. 22-8. 37(4 H, m) , 9. 0 7(1 H, s 

) 

ESI-MS Foundlm/z 2 6 8 [M+H] + 
ESI-MS Foundlm/z 2 6 6 [M-H] - 

[0 18 1] 
U&ffl 2 5 

4-A;^>y7x-M*nvi (5 3 0mg) B.V5-?v*-2 - ( HJ 
7)V*a*T)V) (6 0 Omg) *JBv»Tttft« 1 4 i: HfcOtWEfcff 

^itic-ii), asJHfrfrW (5 7 0mg) tT#/^o 

1 H-NMR (4 0 0MHz, DMSO-d 6, S p p m) :7. 93 (2H, 
d, J=8. 0Hz) , 8. 00 (1H, d, J=8. 0Hz) , 8. 06 (2 
H, d, J = 8. 0Hz), 8. 41 (1H, dd, J = 8. 0, 2. 0Hz) 
, 9. 1 3 ( 1 H, s) 

ESI-MS Found : m/z 2 6 8 [M+H] + 
ESI-MS Foundlm/z 2 6 6 [M-H] - 
[0182] 
2 6 

4 - (6 -7;i/*n-3 -tf 1 ; 

4 _ AA ,^.> 7l -^n>g| (3 0 Omg) RXf 5-7*0^-2 -"7;W* 
ntTV (3 0 Omg) «rMv>T«3t«l 4 fc BI*Oilf^*1fd - KJ: 0 , 
%mft&%a (2 5 Omg) LT#/Co 
ESI-MS Found: m/z 2 18 [M + H] + 
[0 18 3] 

m&m 27 

4 _ [ 5 _ i; yfrtuff-fr) -2-fU5v>] ^>4f>*^#>» 

ffifE# 2004-3083593 



mm 2 0 0 3 - 2 0 7 6 3 2 ^- v> : 75/ 

(1) N- [3- -2- (PJ7^n>fM - 2 -7"n 
^r. ij f>] -N-y^f^7> ; E- , )A^n7'fF (1. 1 g) x 4-755> 
y^r^5 KffiBta (1. 0 g) O^y-^igi (20mL) HTK^b-thV 
i)A (6 0°/ck 4 0 Omg) *inx., 9 0t-C4 0#M«#Lfco *£iP 

&Zt\z£l)4- [5 - (h'J7Kn^f/l/) -2-H' , Jv/>] ^>XT5 
K (7 0 5mg) Lt#fc» 

(2) ffiflB (1) -cntzlt&yo (2 2 4mg) £4 0 %«7Ri#i£ (4mL) - 
! f 4 - y ^ ( 2 m L) Kmm U 8 5 *C"C 2 H WlinSMM^ Ufeo 

, tffflLfcttfifcaPRU Tlc-e^i" £ t fc K J: >) , fa&ffr&& (2 0 5mg) 

ESI-MS Found:m/z 2 6 9 [M+H] + 
ESI-MS Found : m/z 2 6 7 [M-H] ~ 

[0.1841 
SliSfll 2 8 

6- (4-7^71^^) ' -3f V® 

(5. 0 g) M4-7;Hn7i-;i"fn>ii (5. 
3 g) fc#v>TJHtm 4 k!^8lO}SfP**T9 dkKJ: 0, (5. 2 

g) "tafesftkuiifc, 

1 H-NMR (4 0 0MH z, DMSO-d6, 8 p p m) 17. 30-7. 3 
7 (2H, m) . 8. 03 (1H, d, J = 8. 0Hz) , 8. 16-8. 22 
(2H, m) , 8. 26 (1H, d, J=8. 0Hz) , 9. 07 (1H, s) 
ESI-MS Found:m/z 2 18 [M+H] + 

[0 18 5] 
U&m 2 9 

5-?u*:-2-WJVl3)\'tfvW. (2 0 Omg) RO f 4-7^n7*i 
Mn>K(2 8 0mg) *fflv*-CSM&0l 1 4 k ra«toi*ffc**T 0 - t "J > 

( 1 0 3 m g) * SfeS#k ttftfc, 

tfcSE# 2004 -3083 593 



#M 2 0 0 3 - 2 0 7 6 3 2 -^-y : 76/ 

ESI -MS Found : m/ z 218 [M+H] + 
[0 18 6] 

Uti&fli 3 0 

2> 3' -ytTV v^V-6' 

fco 

(2) mrifl (1) -ZWzit&m (3 3 Omg) , [1, 1' 

tSiki:J:»), 3' -S>fc?U 6 ' Y (1 

6 0 m g) *»fc 0 -tLt 5 Kimit-f YW jjn**»^ * 

•9 ^M'fb^a (1 1 Omg 

ESI -MS Found : m/z 20 1 [M + H] + 

[0 18 7] 
fi&ffll 3 1 

5-^no-2, 3' -ytfiJ^>-6' -*;V*'>SI 
. (!) 2, 5-y^nntfi;y> (3 2 0 m g) 06 -7;V*n- 3 - 1? V V 
>#n>f (2 5 0mg) 1 4 t R*|W>*fls*rfT 7 - *: * *) * 

5 -^nn-6' -7;l/;*n-2, 3' -Vlf'JyV (2 7 Omg) ^r#^o 

(2) ,frlfl (1) ■Cft/tflS'&W (2 3 Omg) > f > W*7>*-9A 4 /7 
-K (2 3 Omg) *DMF»* (2ml) 8 0tt-fiWt^- 
bK£t), 5-^nn-2, 3' -v^ V 6 b U ^ (8 7 m g 
) fcftfco 

(3) ffffi (2) -QWztt&m (8 7mg) '* 4 0 (17ml) 

»»u 8 o ve-Si&MW-t & - -t ^ > ^©ffr£* ( 8 3 m g) ' * 

ESI -MS Found: m/z 235. 237 [M+H] + 
[0 18 8] 

fflfE# 2004-3 0 83593 



#^2 0 0 3 -2 0 7 6 3 2 '■ 77/ 

SBifll 3 2 

5 _ (4-7;vtD7i-^) -2-^7v>*MVS 

(1) 2-75;-5-yn^f7'7> (2. 7g) ^4-7^071-^ 

**n>m o. 4 g) zm^xm&mi 4 tmm^mzfti zttzx*), 2- 

75 y_ 5 _ (4- 7 ^n7x-^) (2. 6 g) SrS-feiH^LT 

(2) frfS (l)."C#^k^ (2. 6g)> Il^V^'/f^^n**^ 

* 

D7x^) fcf^v^ (1. 8g) £#£0 

(3) . fffB (2) (1. 8g) , v7WtthV7A (0. 4 g) 
, y7Hkl (0. 2g) £DMFi§?£KJn;L> 1 5 ot:«t^>-J:i:i 

5 _ (4 -7^^071-^) - 2 -\Z°?yyiifrtf=- Y u;v (1. 0 g) £ 

( 4 ) mffB ( 3 ) T*#^4h^t/ ( 1 . 0 g ) * 4 0 o/ommfrl&m'lNz-. 8 013 
t»t^ I'K mm^m ( 1 . 0 g ) £ t lt#/:o 

ESI -MS Found : m/ z 2 19 [M + H] + 
[0 18 9] 

m&M 3 3 

5-7x^^t:'J5'7^-2-*^^>'i 

<y>-2-*;v^>m (5. Og) xi/HKn>» ( 

3. 6g) &ffiv>-C$J»Jl 4 t^^^^lf a CfcKJ: 0, mmit&W (3 
. 7 g) ^fiM^tttf^o 

1H-NMR (4 0 0MHz, DMSO-d6, S p p m) 17. 44-7. 6 
2 (3H, m) , 7. 90 (2H, d, J=8. 0Hz) , 9. 28 (2H, s 
) 

ESI-MS Foundlm/z 201 [M+H] + 
E SI-MS Found:m/z 199 [M-H] - 

[0 19 0] 
i^$J 3 4 

ffifiE#2 004-3 083593 
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78/ 



5 _ (4- 7 ;^D7x-;V) -2-£V 5$>V*/l"K>fll 

5 y>-2 -ti)Vy$>m (5 0 0mg) SO t 4-7WD7i 

3 8 0mg) *fifea#fcU#^o 

ESI -MS Found : m/ z 2 1 9 [M + H] + 

ESI -MS Found:m/z 2 1 7 [M-H] -. 

[0 19 1] 
2ti&m 3 5 

5 _ (e-7)v*u}>y v>-3--f;v) tf; ^ 2 

5 i?>-2-ijri'tf>WL (3 0 Omg) S.^ 6 -7^*0- 3 

&m (2 7 0mg) LT#£ 0 
ESI -MS Found I m/ z 2 2 0 [M + H] + 
[0 19 2] 

nmw 1 

N _ ( 2 — f y7nlf;W 5 [1, 2 -a] tf'J^>-6-^fJV) -4' - 
(h^Ji'tn^fjv) [1, 1' x.=.)V\ -4-*^W5K 

( 1 ) 6 > n>f 5 7V [ 1 , 2 - a] tf 'J ( 
2 8 Omg) co^y-^M (2 0ml) 1 0 v7 A -#t|t (3 0 m 

;W3^V[1, 2 -a] t? V v>-^m^m^© (2 5 Omg) 

(2) 6-75/-2-'fy7 , neH5r/[l, 2-a] \L^)Vy%WSJO 
m&.f&V0 (2 5 Omg) *DMF (10ml) fc*#U 4' - (>'J7;V*n 
^f-;V) [1, 1' -lf7x^] -4-#;V**>^ (2 6 Omg) s HATU 

(3 8 Omg) , 5M V7*n tf;i/:r.^;v7 = > (0. 6ml) £iDx^ Si&"C2 

V ij Yfr /&5A^nY h ^77-f- (? nnsjs^A/^ * V -;v= 9 0/1-5 

tfiIE# 2004-3083593 



20 03-2 0 7632 



x-y : 79/ 



0/1) -effif^l-^ifc^J; 19, mmit^ (1 5 0mg) £6-fe1i#i LT# 

1 H-NMR (400 MHz, CDC 1 3 , tfppm) : 1. 3 6 (6H, d, 
J = 6. 8 Hz) , 3. 0 3-3. 14 (1 H, m) , 6. 9 4 (1 H, d, J 
= 9. 6Hz) , 7. 35 (1H, s.) , 7. 47 (1H, d, J=9. 6Hz 
) , 7. 66-7. 74 (6 H, m) , 7. 97 (2H, d, J=8. 0Hz) 
, 8. 0 3 (1 H, b r s) , 9. 2 0 (1 H, s) 

[0 19 3] • 

4 . -7;i/^-n-N- (2-^vyntf;W^y [1, 2 -a] VfVvV-6 
-<Ol/) [1, 1' -fcf*7x~;i/] -4-*^'HH' 

2-^vynn>-6--Fo^^/[l, 2-a] Vf'Jv>«mW4 
• _ 7;l/ ^ n [l, l' -e7x-;i/] -4 -#;w**>m£ffiv>-t#gM#!! 1 tm 

1H-NMR (4 0 0MHz, CDC 13, <5ppm) M. 37 (6H, d, 
J = 6. 8 Hz) , 3. 0 5-3. 15 (1 H, m) , 6.9 2 (1H, d, J 
= 9. 6 Hz) , 7. 15 (2H, t, J =8. 4 Hz) , 7. 3 5 (1H, s 
) , 7. 4 9 (1H, d, J =9. 6 Hz) , 7. 5 5 - 7. 6 0 (2.H. m) 
, 7. 65 (2H, d, J=8. 4Hz) , 7. 85 (1H, brs) , 7. 9 
3 (2H, d, J =8. 0Hz) , 9. 20 (1H, s) 
[0 19 4] 

N- (2, 3->^^W %W [1, 2-a] tf y 6 ->f flO -4' - 

(f'J7JVtn>f;i/) [1, l» -H^x^] -4-*Wt5K 

2, 3-y>f^-6--bD^?r/[l, 2-a] f'jyyM'4' - ( 
h i; 7;v^n^^;v) [1, l* -lf7*- )V\ -4 -*/H*>BMrfliv*"C*ifc 

1H-NMR (4 0 0MHz, CDC13, d p p m) :2. 43 (6H, s) 
, 6. 93 (1H, d, J=9. 6Hz) , 7. 46 (1H, d, J=9. 6H 

mfE#2 0 0 4 -3 0 8 3 5 9 3. 



#M 2 0 0 3 - 2 0 7 6 3 2 ^~ V 80/ 

z), 7. 66-7. 75 (6 H, m), 7. 9 5 (1H, brs), 7. 98 
(2H, d, J=8. 4Hz) , 8. 95 (1H, s) 
[0 19 5] 

N- (3-*^W*?V [1,- 2-a] h''Jy>-6-^V) .-4* - ( HJ 

•7)V*v [l, l' -tT7i-;v] -4 -*;v**^f-9-^ K 

3-^f^-6--hD-f [1, 2-a] fcT'J^y&l^' - 

)V*u*?-)V) [l, l' -if7 -4 -#;wi?>^£fflv>T3d&#!l 1 h 

1H-NMR (4 0 0MHz, CDC 1 3,'ippm) :2. 51 (3H, s) 
, 7: 00 (1H, dd, J = 9. 6, 1. 6 H z) , 7. 41 (1H, s) , 
7.50 (1H, d, J = 9. 6 Hz) , 7. 70-7. 78 (6 H, m) , 8 
. 01 (2H, d, J=8. 0Hz) , 8. 38 (1H, brs), 9. 05 ( 
1H, s) 

[0 19 6] 

rnmm 5 

N- (6, 7, 8, 9-x f7t Kn£V K [1, 2-a] ^OXJ $^S-)V 

-2-4)i>) -4' - (fj7;Hn>f;v) [l, l' -fc*7x~;i/| -4- 

2-->d-6, 7, 8, Knfcfy K [1, 2-a] ^>X^ ? 

^v-^&ou' - (f^wn^^v) [l, i' -e7x-^] -4-* 

1H-NMR (3 0 0MHz, DMSO-d6, S p p m) : 1. 80-2. 0 
0 (4 H, m) , 2. 65-2. 8 5 (4 H, m) , 7. 35-7. 55 (2H 
, m) , 7. 87 (2H, d, J = 8. 4Hz) , 7. 95 (2H, d, J = 8 
. 4Hz), 8. 01 (2H, d, J =8. 4Hz), 8. 14 (2H, d, J 
= 8. 4Hz) , 8. 82 (1H, s) , 10. 44 (1H, s) 
[0 19 7] 



ttilE^F 2 0 04-3083593 



mi 2 0 0 3-2 0 7 6 3 2 81/ 

N- (2-v^n7 p ak?;V-3 ->f-/l»f ^ [1, 2-a] fcfUv>>-6- 
_ 4 > _ (pj7KD^f^) [l, 1' -feT^i-fl/] -4-#;l"K 

2-y^D^ae;V-3-^f;V-6--hn^5r/ [1, 2-a]tfU> f 
>R&4' - (hU7Wa^f;l/) [l, l* -f7x^] -4-*;V**> 

1H-NMR (4 0 0MHz, DMS0-d6, 5 p p m) :l. 00-1. 0 

7 (2H, m) , 1. 12.-1. 1 8 (2H, m) , 2. 2 3 - 2. 3 3 (1 H 
, m) , 2. 5 7 (3H, s) , 7. 8 3 - 7. 8 8 (3 H, in)', 7. 9 4 ( 
2H, d, J=8. 0Hz) , 7. 98 (2H, d, J = 8. 0Hz) , 8. 1 

8 (3H, d, J=8. 0Hz) , 9. 30 (1H, s) , 11. 00 (1H, 
s) 

[0 19 8] 

N- (2-v^n-7°nti 0 ;i/-3-^^-^^5^V* [1, 2-a] 

_ 4 _ [ 5 _ (pj7;vto^f;V) ^>X7 5 Kt® 

-am. 

2->^n7*nt>-3-^fJl'-6--hD^5r/ [1, 2-a] 
>£tf4- [5- (f'J7;vtn^f^) - 2 -try ^>-fe*>*^^>^ 

1H-NMR (4 0 0MHz, DMSO-d6, 5 p p m) I 1. 00-1. 0 
8 (2H, m) , 1. 10-1. 18 (2-H, m) , 2. 2 2 - 2. 3 2 (1 H 
, m) , 2. 56 (3H, s) , 7. 87 (1H, d, J = 9. 6Hz) , 8. 
19-8. 28 (3H, m) , 8. 3 2-8. 3 8 (4 H, m) , 9. 08 (1 



tttSE#2 004-308 3593 



ij#g!2 0 0 3 -2 0 7 6 3 2 s<—i? : 82/ 

H, s) , 9. 3 0 (1 H, s) , 1 1. 1 1 (1 H, s) 
[0 19 9] 

mum 8 

N- (2-->^tt7"Dfcf;v-3-;rf^W 5*^/ [1, 2-a] lfV^>-6- 
_ 4 _ [ 6 _ (]» i; 7^^o^^;V) -3 -tf';^^] ^>X7 5 K*Mft 

2->^n7 , nt>-3-^f;V-6--bn^f 5 ?V [1, 2-a] tf'Jv 
[6- (MJ7;vtn/f;v) -3-f'Jv>] ^>-tf>*/u**VBfe 

1 H-NMR (4 0 0MHz, DMSO-d6, 5 p p m) I 1. 00-1. 0 
8 (2H, m) , 1. 12-1. 18 (2H, m) , 2. 2 3 - 2. 3 4 (1 H 
, m) , 2. 57 (3H, s) , 7. 86 (1H, d, J = 9. 6Hz) , 8. 
01-8. 07 (3H, m) , 8. 18-8. 24 (3H, m) , 8. 46 (1 
H, dd, J=8. 0, 1. 6Hz) , 9. 18 (1H, s) , 9. 31 (1H 
, s) , 11. 0 5 (1 H, s) 

[0 2 0 0] 
MMM 9 

N- (2-->?n-/ntf;v-3-^;W $ *V [1, 2-a] \£V*Jy-6- 

2-y^a7'ot: , ;i/-3-^f;i/-6--hO'f^V [1, 2-a] tfVv 
y^XfA - (6 -7*tn- 3 -tTV y*;V) .^V-tf>*;V*'>^fflv>ttiU!l 

1H-NMR (4 0 0MHz, DMSO~d6, 5 p p m) I 1. 0 0-1. 0 
7 (2H, m), 1. 12-1. 18 (2 H, m) , 2. 23-2. 34 (1H 
, m) , 2. 57 (3H, s) , 7. 33 (1H, dd, J =9. 6, 2. 4H 

ffifE# 2004-3083593 



#112 0 0 3 -2 0 7 6 3 2 : 83/ 

z) , 7. 86 (1H, d, J = 9. 6Hz), 7. 93 (2H, d, J = 8. 
8Hz) , 8. 14-8. 22 (3H, m) , 8. 3 5-8. 4 3 (1 H, m) 
, 8. 6 6 (1H, s) , 9. 3 0 (1H, s) , 11. 0 0 (1H, s) 
[0 2 0 1] 

* 

mMM io 

2-a] e'jy>-6->f^) ^>X7vK 
2_^^n7°ntf;u-3-^ 1 f-;v-6-^hn-r a^V* [1, 2 -a] 

1H-NMR (3 0 0MHz, DM S 0 - d 6 , '* p p m) 10. 88-0. 9 
0 (4H, m) , 2. 0 5-2. 0 6 (1 H, m) , 2. 50 (3H, s) , 7 
. 40 (2H, brs) , 8. 05-8. 15 (4H, m) , 8. 25 (1 H, 
d, J = 6. 6 Hz) , 8. 75 (1H, s) , 8. 88 (1H, s) , 10. 
4 2 (1 H, s) 

[0 2 0 2] 

mmm n 

N — (2-'>^n/nt>-3-^f;W5^/ [1, 2-a] WV>-%- 
j )V ) -5- (4-7;^D7x-;i/) -2-H , 'j;y^*;vm5F«i 

2-y^n^D^V-3-^ 6--fD^5 [ 1 , 2 - a ] tf 'J v 

>&tf5- (4-7)Hn7x-;i/) - 2 - t?'J'§ ^>*^#VR*fflv>T^i 

1H-NMR (4 0 0MHz, DMS0-d6, 5 p p m) : 1. 00-1. 0 
7 (2H, m) , 1. 12-1. 18 (2H, m) , 2. 2 3 - 2. 3 4 (1 H 
, m) , 2. 57 (3H, s) , 7. 4 0- 7. 4 7 (2 H, m) , 7. 86 ( 
1H, d, J = 9. 6Hz) , 7. 9 7 -8. 0 3 (2H, m) , 8. 3 1 (1 
H, dd, J = 9. 6, 2. 0Hz), 9. 3 3 (1H, s), 9. 37 (2H 

UJSM* 2004-3083593 



#M 2 0 0 3 -2 0 7 6 3 2 ^- v : 84/ 

, s) ,11. 44 (1H, s) 
[0 2 0 3] 

12 

N- ^-v^n^nt:;!— 3->^;W 5 *V [1, 2-a] 

_ 5 _ (3-7;^D7x-^) -2-e'J5i?>*^W5 Kttjfttt 
2-y^D^nK>-3->f;V-6--bn^r/ [1, 2-a] fcfVv* 

m-xf-^M*tnx.x iETSitKtia ^a<fc-a«s-feEH$t tr# 

o 

. 1 H.-NMR (4 0 0 MHz, DMS 0 - d 6, £ p p m) : 1 . 0 0-1.0 
7 (2H, m), 1. 12-1. 18 (2H, m) , 2. 23-2. 34 (1H 
,m), 2. 58 (3H, s) , 7. 35-7. 4 1(1 H, m) , 7. 6 0- 
7. 66 (1H, m) , 7. 80 (1H, d, J=9. 6Hz) , 7. 85-7 
. 9 0 (2H, m) , 8.3 1 (1H, d d , J =9. 6, 1. 6 Hz) , 9. 
33 (1H, s) , 9. 42 (2H, s) , 11. 46 (1H, s) 

[0 2 0 4] 
HWJ 13 

N _ (2—>^n'7 , Dt!)l/-3-X-fJH5r/ [1, 2-a] tfVi^-6- 
_ 5 _ (4-7^n7xsA') -2 -fc?7v ? >':*/^***-9-5 K&Rtt 
2 - y ^ o 7'd - 3 - > f^ - 6 - - > n ^ [ 1 , 2 - a ] t? V v 
>S.t>*5- (4-7MD7x-Jl/) -2-^9V>*^#>»S:fflwr^i&WI 
1 fclW^tf^ofco ^*b*Lfe@fr*I^St^f-^k»»t, 4 Nit 

o 

1H-NMR (4 0 0MHz, DMS0-d6, Jppm) *.l. 00-1. 0 
7 (2H, m) , 1. 12-1. 18 (2H, m) . 2. 23-2. 34 (lH 
, m) , 2. 57 (3H, s) , 7. 41 (1H, d, J=8. 8Hz) , 7. 
43 (1H. d, J = 8. 8Hz)', 7. 85 (1H, d, J=9. 6Hz) , 

ffl|E# 2004-3083593 



#M2 0 0 3-2 0 7 6 3 2 ^-v 5 : 85/ 

8. 3 0 - 8. 3 8 (3 H,.ra) , 9. 3 1 (1H, s) , 9. 3 3 (1H, s 
),9. 37(1 H, s), 11. 38(1 H, s) 

10 2 0 5] 
%ffiM 14 

N- (2->^nyn^-3-^W§r/ [1, 2-a] \£V'J>-6~ 
j n,) _ 5 _ (4-7;i/tD7x-;v) - 2 - M V v >- iJ frtf**)- 5 KttBttt 

2 -v^n^ukf;!/- 3 hn>f 5 [-1 , 2-a] 

* * - 

1H-NMR (4 0 0MHz, DMSO-d6, Jppm) : 1. 00-1. 0. 
7 (2H, m) , 1. 12-1. 18 (2H, m) , 2. 23-2. 34 (1H 
, m) , 2.57 (3H, s) , 7. 3 7(1 H, d, J =8. 8 Hz) , 7. 
40 (1H, d, J = 8. 8 Hz) , 7. 8 4- 7. 9 4 (3 H, m) , 8 . 2 
3 (1H, d, J=8. 4Hz) , 8. 36 (2H, dd, J=8. 0, 2. 0 
Hz), 9. 0 3 (1 H, s) , 9.3 5 (1 H, s) , 11. 3 6 (1 H, s 
) 

[0 2 0 6] 

51*60015 

N- (2-->^n7 p ntf;v-3-^^;v-f [1, 2-a] tf'Jy>-6- 

<i)V) -6- (4 -yfriruy -3f>7 5K£fi£ 

2 _ = y $ n 7*n tf ;v- 3 - * f-JU- 6-->n^f$ [ 1 , 2 - a ] 

1H-NMR (4 0 0MHz, DM S O - d 6 , d p p m) •: 1. 00-1. 0 
7 (2H, m) , 1. 12-1. 18 (2H, m) , 2. 2 3 - 2. 3 4 (1 H 
, m) , 2. 56 (3H, s) , 7. 34 (1H, d, J=8. 8Hz) , 7. 
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36 (1H. d. J=8. 8Hz) , 7. 87 (1H, d, J=9. 6Hz) , 
8. 16 (1H, d, J = 8. 4Hz) , 8. 2 0 - 8. 2 8 (3 H, m) , 8 
. 53 (1H, dd, J=8. 4, 2. 0Hz) , 9. 27 (1H, d, J = 2 
. OHz) , 9. 2 9 (1 H, s) , 11. 2 5 (1H, s) 
[0 2 0 7] 

m&m i6 

N- (3 2 —t Y 7 Kn-3 -7 7-H 5 [1 , 2-a] t? 
i;v>-6--fJV) -4- [5- (h';7;Vtn^f;V) -2-tT 1 Jv^] 
XT * F 

3-^f;v-6-^lo-2-f h7t Kn-3-77^M5r/ [1, 2 
-a] kfU WRy f 4 - [5- (>'J7^o^fJU) - 2 -try v^] ^>-t? 

1H-.NMR (4 0 0MHz, CDC 1 3, d p p m) 12. 30-2. 41 ( 
2H, m) , 2. 48 (3H, s) , 3. 5 8 -3. 6 6 (1 H. m) , 3 . 9 
0 (1H, t, J = 8. OHz) , 3. 98 (1H, q, J = 8. OHz) , 4 
. 10-4. 19 (2H, m) , 6. 97 ( 1 H, dd, J =9. 6, 2. OH 
z), 7. 54 (1H, d, J =9. 6Hz) , 7. 90 (1H, d, J =8. 
OHz), 7. 95 (1H, brs), 8.0 2 (3H, d, J = 8. OHz) 
, 8. 18 (2H, d, J =8. OHz), 8. 96 (1H, brs), 9. 0 

0 (1 H, s) 

[0 2 0 8] 
17 

N _ (2-S/?n7ntr;i/-3-pt-? L ;i"f 3 V/ [1, 2-a] tf'Jv>-6- 
-f;v) -4- (2-tfi;y;w) t>X7 5K 

2 D 7n tf;v- 3 -^^^-6 hn^^r/ [ 1 , 2 - a] .tfV v 

1 H-NMR (4 0 OMH z, CDC 1 3 , Sppm) : 0.94-1. 00 ( 
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2H, m) , 1. 0 2 -1. 0 7 (2H, m) , 1. 9 6 -2. 0 2 (1 H, m 
), 2. 51 (3H, s) , 6. 92 (1H, dd, J=9. 6, 2. 0Hz) 
, 7. 27-7.31 (1H, m), 7. 44 (1H, d, J = 9. 6 Hz) , 
7. 7 7 - 7. 8 0 (2 H, m) , 7. 9 4- 7. 9 8 (3 H, m) , 8. 11 . 
(2H, d, J =8. OHz), 8. 71 (1H, d t , J =4. 4, 1. 2H 
z) , 8. 9 4 (1 H, b r s) 
[0 2 0 9] 

$mm 1 8 

N _ (2-->^n7 p ntf;v-3-^^-;v>f S [1, 2-a] £°Vv>-6- 
_ 3 _ [4_ (fi;7^tn>f^) 7x-)l'] !/n/r/7 5K 
2 _^^ 07 'Dt>-3-^f;v-6--bn^ [1, 2-a] tf V 

>£t>*3- [4- (h^^to^f^) 7x-;v] -7u\£*-y&Lift\t*"C$gfo 

1H-NMR (400 MHz, CDC 1 3 , <5ppm) I 0. 93-1. 00 ( 

4 H, m) , 1. 92-2. 00 (1 H, m), 2. 47 (3H, s) , 2.7 

5 (2H, t, J =7. 2 Hz) , 3. 13 (2H, t, J = 7. 2 Hz) , 6 
. 65 (1H, d d, J =9. 6, 2. 4Hz) , 7.2 5 (1 H, d, J = 9 
. 6Hz), 7. 31 (2H, d, J = 8. 0Hz), 7. 51 (2H, d, J 
= 8. OHz), 7. 83 (1H, brs), 8. 77 (1H, s) 

[0 2 10] 

mmm 19 

N— (2-'>^nyDt>-3-^fH [1, 2-a] Vfvyv-6- 

_3_ [6- (K'J7;Hn>f;P) -3-£U^;l/| 7"n;07^F 
2->^D7'nb:>-3-P i f;V-6--l , n^5^/ [1, 2-a] fcf'Jv 
v ^ 3 _ [6- (h'J7;vtn^f;v) -3-tTVv;v] tf t>t^^ 
THifefll 1 fcH*tf>Hffc*fH i fc J: •? ^ ^S-fk^^efeS^t LT#^ 0 

1 H-NMR (400 MHz, CDC 1 3 , <5ppm) : 0. 93-0. 98 ( 
4H, m) , 1. 9 4-2. 0 0 (1 H, m) , 2. 47 (3H, s) , 2. 7 
5 (2H, t, J=7. 2Hz) , 3. 15 (2H, t, J = 7. 2Hz) , 6 
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. 68 (1H, d d, J = 9. 6, 2. 0Hz), 7. 21 (1H, d, J = 9 
. 6Hz) , 7. 57 (1H, d, J=8. OHz), 7. 72 (1H, dd, 
J =8. 0, 1. 6Hz), 8. 37 (1H, b.rs), 8. 57 (1H, s) 
, 8. 7 9 (1 H, s) 
[0 2 11] 

> 

mm 20 ' 

N- (2-v^D7 , ntf;i'-3-^f;W^r/ [1, 2-a] 

_4_ [5- (y7^niF*'» -2-H°';^;v] ^>X7 5K 
2-v^n7°ntf;v-3->^-^-6--hn-f 5 ?V [1, 2-a] tfVv 
i'iRIM- [5- (y7^n^h#y) - 2 - if V >^] "^Oa/Htf*'* 

1H-NMR (4 0 0MHz, DMS0-d6, 8 p p m) :0. 87-0. 9 
1 (4H, m) , 2. 0 5-2. 0 8 (1 H, m) , 2. 50 (3H, s) , 7 
. 3 9 (1 H, d v J = 73. 0Hz) , 7. 3 9-7. 4 4 (2 H, m) , 7 
. 8 0 (1H, dd, J =8. 4, 2. 6 Hz) , 8. 10 (2H, d, J =8 
. 1Hz) , 8. 17 (1H, J =8. OHz), 8. 23 (2H, d, J 
= 8. 4Hz) , 8. 61 (1H, d, J = 2. 9Hz) , 8. 89 (1H, s 
) , 1 0. 4 1 (1 H, s) 
[0 2 12] 

mmm2 1 

5-^nn-N- (2 - y^n.yo t?;i/- 3 -* ^;i"f 5 ?V [ 1 , 2-a] fcf 
V 6 ->f>P) -2, 3' - t? V > - 6 ' - * t i K 

2-v^n7 p ntr;v-3-^^^-6--hn-f^^V [1, 2-a] tf' ; v 

1H-NMR (4 0 0MHz, DMSO-d6, i'ppm) : 6. 87-0. 9 
1(4 H, m), 2. 03-2. 10 (1H, m) , 2. 50 (3 H, s), 7 
. 42 (1H, d, J=9. 9Hz)> 7. 64 (1H, d, J = 9. 5Hz) 
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, 8. 12-8. 16 (1H, m) * 8. 2 3 - 8. 2 8 (2 H, m) > 8 . 6 
9-8. 72 (2H, m) , 8. 81 (1H, dd, J=2. 5, 1. 8Hz) 

* 

, 9. 00 (1H, s) , 9. 39 (1H, d, J = l. 1Hz) > 10. 9 0. 
(1 H, s) 

[0 2 13] 

mnm 2 2 

N _ (2 -v^nyn tf;v- 3 -^f-W 5 *V [1, 2 -a] fcfVv^-6- 
2 - y^ n^n t>- 3 - ^ f^- 6 h n^f 5 T/ [1, 2-a]t° , Jv f 

1H-NMR (3 0 0MHz, DMSO~d6, d p p m) : 0'. 75-0. 9 
5 (4H, m) 1. 6 5-2. 0 0 (4H, m) , 2. 0 0-2. 15 (1 H, 
m) , 2. 4 5-2. 6 0 (2 H, m) , 2. 6 0-2. 8 0 (2 H, m) , 3 
. 6 0 - 3. 8 5 (2 H, m) , 6. .90-7. 15 (5H, m) , 7. 35- 
7. 4 5 (1 H, m) , 8. 8 2 (1 H, s) , 10. 0 1 (1 H, s) 
[0 2 14] 

nmm 23 

N - ( 2 - n -fu bT;l/- 3 - ^ f-fl"f 5 ^ V [ 1 , 2 - a ] tf 'J v 7 * - 6 - 
-OV) -4- [6- {¥"7 )V Or p -3-tfV^Kl ^>X7U* 

2-y^a7*nf;v-3->f^-6--hn^5^/ [1, 2 -a] tfVv 
>££f4- [6- (i?7^n>f;V) -Z-MVViU] ^>"*f >*^#>Bfc*- 

1H-NMR (4 0 OMH z, DMSO-d 6, Jppm) :0. 87 (4H, 
m) , 2. 0 4 (1H, m) , 2. 4 7 (3H, s) , 7. 0 4 ( 1 H, t, J 
= 54. 9Hz) , 7. 41 (2H, m) , 7. 83 (1H, d, J = 8 . 1H 
z) , 7.' 9 4 (2H, d, J =8. 3 Hz) , 8. 14 (2H, d, J = 8. 
3Hz) , 8. 3.8. (1H, d, J=8. 1Hz) , 8. 91 (1 H, s) , 9 

tB|E# 2004-3083593 



mm 2003-207632 



90/ 



. 1 0 (1 H, s) , 1 0. 4 4 (1 H, s) 
[0 2 15] 

* 

mnw 24 

N- (2-'>^.nyntf;i/-3-^f-^'f ^ ^V* [1, 2-a] 

4 )V) -3 -7^*n-4* - (h'J7Wn>fJl/) [1, 1' -tf7x-^ 

-/n 3 — ^ f-/!'- 6 > n A \ try [ 1 , 2 - a ] If'JV 
>^.y ? 3-7;v-*n-4' - (f'J7Wo^f;v) [l, l' -fcT7i-;i/| 

1H-NMR (3 0 OMH z, DMSO-d 6, <Jppm) :0. 85-0. 9 

5 (4H, m) 2. 00-2. 15 (1H, m) , 2. 4 8 (3H, s) , 7. 

2 5 (l.H, d, J = 9. 6 Hz), 7. 43 (1H, d, J =9. 6Hz) , 
7. 7 6 (1H, d, J = 7. 8Hz) , 7. 83 (1H, d, J=7. 8Hz 
) , 7. 86 (1H, s), 7. 88 (2H, d, J =. 8. 4Hz), 8, 0 

3 (2H, d, J = 8. 4 Hz) , 8. 9 1 (IE, s) , 10.58 (1H, 

s) 

[0 2 16] 

IPJ 2 5 

N- (2-y^nyoH;V-3-^fJH5r/ [1, 2-a] tfUv>-6- 

-4' - (p<^;v^;v*7*-;v) [l, l' -tf"7^-;v] -4-#/m? 

2->^n7De;v-3-^fiV-6--bD^r/ [1, 2-a] tfUv^ 

>RCM* - Mf;v^;v7*-;v) [l, l' -^7x-;i/j'-4-*^r/ 

1H-NMR (4 0 0MHz, CDC 1 3 , d p p m) : 6. 9 5- 1. 0 6 ( 
4H, m) , 1. 95-2. 03 (1H, m) , 2. 52 (3H, s) , 3. 1 
0 (3H, s) , 6. 99 (1H, dd, J = 9. 6, 2. 0Hz) , 7. 45 
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(1H, d, J = 9. 6 Hz) , 7. 68 (2H, d, J=8. 0Hz) , 7. 
78 (2H, d, J=8. OHz) , 8. 02 (4H, d d , . J = 8 . 4, 2. 
OHz), 8. 1 8 (1 H, s) , 8. 9 6 (1 H, s) 
[0217] 

mmn 2 6 

4 _ ( 6 _ ? nn-3-t''J VV-fr) — N— (2-->^n7°n^;v-3-^^ 

2-a] ^VX7U' 
2-">^D^n^-3-^f;i'-6-^>D^ S^V [1, 2-a] 

1H-NMR (400 MHz, CDC 1 3 , <5 p p m) : 0. 98 (4H, m) 
, 1. 9 7 (1H, m) , 2. 5 0 (3H, s) , 7. 2 2 (1H, d, J =9 
. 5 Hz) , 7.39 (1H, d, J =9. 5Hz), 7. 6 8 (1H, dj= . 
9. OHz) , 7. 9 5 (1 H, d, J =9. OHz), 8. 12 (4H, in) 
, 8. 9 6 (1 H, s) 
[0 2 18] 

%wn 27 

N- (2-v^n7 p ntf;v-3 -^f'^'f 5 *V [1, 2-a] lfVv>-6- 
f;V) -2, 3' -^tfV^V-6' -#>sjWJ-5 K 

2-*/^n^nU^-3-^f^-6--M3'f§r/ [1, 2-a] \£W 

1H-NMR (4 0 0MHz, DMS0-d6, 5 p p m) I 0. 85-0. 9 
3. (4H, m) , 2. 0 3-2. 10 (1H, m) , 2. 4 8 (3H, s) , 7 
. 41 (1H, d, J = 9. 5Hz) ,'.7. 48 ( 1 H, dd, J =7. 7, 4 
. 8Hz) % 7. 63 (1H, dd, J=9. 5, 1. 8Hz) , 8. 00 (1 
H, dd, J=8. 0, 1. 8Hz) , 8. 18 (1H, d. J = 7. 7 Hz) 
, 8. 26 (1H, d, J =8. 1Hz), 8. 7 0 (1H, dd, J =8. 4 
, 2. 2Hz) , 8. 76 (1H, ddd, J=4. 7, 0. 7, 0. 7Hz) 
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, 9. 00 (1H, s) , 9. 40 (1H, d, J=2. 2Hz), 10. 88 
(1H, s) 

[0 2 191 

nnm 28 

N- (2-v*nyntr;W-3->^;W^?V [1, 2-a] f'JyV-6- 
^fjV) -4- (lH-tfD-l-'J;v) ^vX75K 

2 oyo t> - 3 - ^ f - 6 D^f [1, 2-a] fcfVi> 

>S.tF4- (1 H-tfn- l «^>-tf >#;i/**>m£JBv^T|yfe$l 1 _fc ffl 

1H-NMR (4 0 0MHz, DMS0-d6, 5 p p m) I 0. 98 (2H, 
m) , 1. 13 (2H, m) , 2. 2 6 (1 H, m) , 2. 5 7 (3H, s) , 
6. 34 (2H, s) , 7. 55 (2H, s) , 7. 83 (2H, dj=8. 7 

» * 

Hz) , 7. 8 4 (1H, m) , 8. 0 3 (1H, m) , 8. 12 (2H, d, 
J = 8. 7 Hz) , 9. 2 4 (1H, s) , 10. 7 4 (1H, s) 

[0 2 2 0] 
mMM 2 9 

N- (2-y^n^ne;v-3-^fW5r/ [1, 2-a] 

;w) -4- (5-> ^>XT-5 K. 

2 -v^n^n 3 -^f-^- 6 > n^f * [1, 2-a] fcTVv 

1H-NMR (4 0 0MHz, DMS0-d6, 3 p p m) :0. 87-0. 9 
1 (4H, m) , 2. 0 5 - 2. 0 9 (1 H, m) , 2. 5 0 (3H, s) , 3 
. 9 0 (3H, s) , 7. 4 2 (2H, s) , 7. 5 3 (1 H, d d, J =8. 
8, 2. 9Hz), 8. 0 6 (2H, d, J =8. 8Hz), 8. 09 (2H, 
d, J = 8. 4Hz) , 8. 21 (2H, d, J=8. 4Hz) , 8. 44 (1 
H, d, J = 3. 9Hz), 8. 91 (1H, s), 10. 38 (1H, s) 

[ 0 2 2. 1 ] 

3 0 

t 
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N _ (2 -v^0 7°ot:;V-3 ->^;V-f $ [1, 2-a] t°'Jv>-6- 

_ 4_ (5->^;V-2-tTV *J*) ^>X75K. 
' 2-'>^n«/tre;v-3->f-^-6--hn>f [1, 2-a]^°Vv 

1H-NMR (4 0 0MHz, DMS0-d6, <5ppm) :0. 88 (4H, 
m) , 2. 06 (1H, m) , 2. 37 (3H, s) , 2. 48 (3H, s) , 
7. 42 (2H, m) , 7. 78 (1H, d, J=8. 2Hz)', 8. 00 (1 
H, d, J = 8. 2Hz), 8. 10 (2H, d, J =8. 4Hz), 8. 24 
(2H, d, J=8. 4Hz) , 8. 56 (1H, s) , 8. 90 (1H, s) 
, 10. 39 (1H, s) 
[0 2 2 2] 

N _ [ 2 - (i -tKn + y-l->fJVxf;v) 4 5 [1, 2 -a] t? 1 ) 
^>_ 6 _^ ; v] _4' _ (bV7JV*n^f;v) [1, 1' -t*7x-iV] - 

4 -iJ)\>tf**y< K 

(1) xfji/ ' 6-->n>f [1, 2-a] ^ V 2 -*;HJf* v 1/ 
-h (6 0 0mg) - (b'J7^n^f;i/) [1, l'-^x^ 

] -4-*ji/r/» (7 0 0mg) i^X^MMl tW\Wi<r>Wfe*ft 0 ^ * K . 
J: I), 6- ( I [4* - (h.V7/l/*D>fM [1, 1' 

;V/ ] _ 4 _^;v] 75/) -f 5 #V 1 1 , 2-a] t?Vv>-2- 

(3 6 0mg) frfrfeHtefc LTflfco 

(2) ffIB (1) xntzit&m (1 4 0mg) OTHFSS (1 5ml) K?m 
^WT, 3M/f^^^v7A7*n5 'jfoyif^i-rAilSI (1. 0ml 

f^tHL, hj^a t*ia» t £ « # «* * «fl=TflM6&> * ■ 

iiY^ii 7 & ? h ?y y ■< — (^nD*W/^ 9 J 0 / 1 ~- 

5 0/1) 4 £ £ i 19 , mmit&y>> (30mg) ^efe«Lt# 

/Co 

tBSE# 2004-3083593 



SfrM 2003-207632 



^-y: 94/ 



1H-NMR (4 0 0MHz, DMSO-d6, 8 p p m) I 1. 48 (6H, 
s) , 4. 9 8 (1H, s) , 7. 3 8 (1H, dd, J =9. 6, 2. OHz 
), 7. 47 (1H, d, J = 9. 6Hz), 7. 81 (1H, s), 7. 84 
(2H, d, J=8. OHz) , 7. 92 (2H, d, J=8. OHz) , 7. 
98 (2H, d, J =8. OHz), 8. 10 (2H, d, J =8. OHz), 
9. 2 4 (1 H, s) , 10. 3 8 (1 H, b r s) 

[0 2 2 3] 
%MM 32 

N _ [ 2 - (i -t KO^i/- 1 - ^f;nf^/) -3 —tms^WV [1, 
2 _ a ] tfi; 6 — ^] -4- [5- (K'J7;l/^n^f ;v) -2-tfV 

^ ;V/ . 3->f;v-6-^h^f 5^7 [1, 2-a] tT';v>-2-^^ 
#**>l'-bXO f 4- [5- (h'J7**n>f^) -2-VfVv;v] ^>"tf> 

1H-NMR (4 0 0MHz, DMS0-d6, 5 p p m) •: 1. 52 (6H, 
s), 2. 59 (3H, s), 4. 99 (1H, s) , 7. 41 (1H, dd, 
J = 9. 6, 2. OHz), 7. 50 (1H, d, J =9. 6 Hz) , 8. 14 
(2H, d, J=8. OHz) , 8. 3 0-8. 3 7 (4H, m) , 8. 91 ( 
1H, s) , 9. 08 (1H, s) , 10. 46 (1H, s) 
[0 2 2 4] 

33 

4 _ ( 5 _^nn-2-i: , 'Jy» — N— [2- 

if;v) -3-^^^^5^V [1, 2 -a] tf V v>-6 ->f *] ^>X7 5 
K . 

^^ }]/ • 3 ->f;i/-6--hn^^7[l I 2-a] try 2 

» 

o 
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■ 

1H-NMR (4 0 0MHz, DMSO-d6, 8 p p m) : 1. 52 (6H, 
s), 2: 59 (3H, s) > 4. 99 (1H, s) , 7. 42 (1 H, d d, 
J=9. 5, 1. 8Hz)\ 7. 50 ( 1 H, d, J=9. 5Hz) > 8. 05 
-8. 16 (4H, m) , 8. 25 (2H, d, J = 8. 4Hz) 8. 7 5 (. 
1 H, ds J = 2. 2Hz), 8. 91 (1H, s) ,10. 43 (1 H, s) 
[0 2 2 5] 

$&&m 3.4. 

N _ [ 2 - (tKn^y^fiV) -3 -*f-/i"f 5 ?V [1 , 2 -a] tfUv 7 ^ 
-6-W;v] -4' - (HJ7;vtn^f;i/) [1, 1' -tf7i-;v] -4- 

(1) ^f-;v 3-^f;i/-6-->D'f5r/ [1, 2 -a] fefVv^-2- 
^myV-fW - (h'J7;vto^f;i/) [1, 1' -tf7^~;v] 

-^;v-6- ( j [4' - (>'J7Wn>fA/) [1, 1* -H"7^-;v] 

-4-4/1'] iJ)Vi£-M 7?y) 4 3*V[1, 2-a] tfU^^-2-*^ 

(2) (1) "T&fciLfcfl:^ (6 9 8mg) SrTHFS«'(140ml) fc* 
8fU tK<$T^ TK^b U f- 7 A 7 ;V 5 - 7 A (58. 4mg) £iJHx.> 3055-F^ 
Sfc#Lfco £<bK7jtfHb'J^7A7;l/^-7A (58. 4mg) &iJPx.l5#W 
SHPLfeo 4 NTftBtffc?- b V 3 (5 0 0 /. 1 ) *im*.fclk TKSrjDDx.^ 

/1-50/1) -?mm-f Z>Z.tK£*), mmit^ (4 8 4mg) tS-feflfl: 

1H-NMR (4 0 0MHz, DMSO-d6, 5 p p m) : 2. 47 (3H, 

s) „ 4. 57 (2H, d, J = 5. 9Hz), 4. 97 ( 1 H, t, J=5. 

9Hz), 7. 45 (1H, dd, J = 9. 5, 1. 5Hz) , 7. 51 (1H. 

, d, J=9. 5Hz) , 7. 85 (2H, d, J=8. 4Hz) , 7. 93 ( 

2H, d, J=8. 1Hz), 7. 99 (2H, d> J=8. 1Hz), 8. 1 
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2 (2H, d, J=8. 1Hz) , 8. 96 (1H, s), 10. 44 (1H, 
s) 

[0 2 2 6] 

N- (2, 3 ^ *V [1, 2-a] tf »J 6 - -f ^) — N — ^ 

^;v_4' - (fV7;vtn>f;i/) [l, 1' -tf.7i^M -4-#;vsK* 

H»J 3 "?WZtt&*80 (6 8mg)'*DMF»« (10ml) U » 

T> TK^k^ b V * A (6 0%W> lOmg) tin*. 3 0#W$# Lfco 3* 

(2 0// i) ^Jnx.> raa^sfefciisiiMWHk kj&***Kiffiv**! 

fee £MEETM^> > U * 5A^n7f^?7^-.(^B 

tilL, «Hft-&* (I 2mg) 

1 H-NMR (4 0 0-MHz, C.DC1 3, Jppm) 12.23 (3 H, s) 
, 2. 37 (3H, s) , 3. 52 (3H, s) , 7. 02 (l.H, dd, J = 
9. 6, 2. 0Hz) , 7. 40-7. 50 (6H, m) , 7. 5 7 (2H, d 
, J=8. 0Hz), 7. 63 (2H, d, J=8. 0Hz) 
[0 2 2 7] 

mmw 3 6 

N _ [ 2 ->^n7°nH t ;i/-3- (t Fn^-»f;v) ^f5^V.[l, 2-a] 
t°Uv>-6-^^] -4' - (h'J7^*n>f^) [1, 1' . -l?7*-A 

D 2-'>^0 7 p ntf;v-6-^hnW5^V [1, 2-a] ey?;>JIBWl» 
yf 4 » _ (pj7^n^f^) [1. 1* -i??*-*] -4 
fflv^T, iWll ' i raatojjWfrMr } £ ± <K N- (2-y^oynf;W 
5^/ [1, 2-a] tfvyv-6-^JV) -4' - (h'J7;^n>f-;i/) [ 

1 H-NMR (400 MHz, CDC 1 3, <J ppm) :0. 92-1. 0 2 ( 
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4 H, m) , 2. 0 0-2. 0 8 (1 H, m) , 6. 9 1 (1 H, d d, J = 9 
. 6, 2. 0Hz) , 7. 37 (1H, s), 7. 44 (1H, d, J = 9. 6 
Hz), 7. 68-7. 73 (6H, m) , 7. 90 (1H, b r s) , 7. 9 
6 (2H, d, J = 8. OHz) , 9. 18 (1H, s) 
2) 1) X-m^t^ (8 4mg) OTHFW (1ml) K> ftflft^ f V ^ 
A (1 3 2mg) > WfWL (6 0// 1 ) Rtfjfe/UVJ > (5 0 0 ^1) £Snx.> £ 
S-e9BlF«t/;o RJ6»[*c^c*JaiL, I^M^^ffittS U *«l*rl&*Ift 

* ■ 

mg) *efei#i:Uftfco 

1H-NMR (4 0 0MHz, DMSO-d6, Jppm) : 0. 89-0. 9 
2 (4H, m) , 2. 10-2. 11 (1 H, m) , 4. 8 4 (2H, d, J = 
5. 1Hz), 5. 15 (1H, t, J = 5. 1Hz) , 7. 4 1-7. 4 8 ( 
2H,m) . 7. 85 (2H, d, J=8. 8Hz) , 7. 92 (2H, d, J 
= 8. 4 Hz) , 7. 99 (2H, d, J =8. 4Hz), 8. 11 (2H, d 
, J=8. 4 Hz) , 9. 13 (1H, s) , 10. 42 (1H, s) 
[0 2 2 81 

%mm 37 • 

4 _ (5-^nn- 2 — fc* V v;v) — N— [2 n^n bT;i/- 3 - (t Kn 
^^>>^;V) -T.S^V [1, 2 -a] ;V] 'OXTSK 

2-v^D7 p nVf;v-6-^hn^f5^^ [1, 2-a] eyWRlM- ( 

£fi^£i:KJ:*K 4- (5-^nn-2-^y» -N-(2-y?n/n 
VMS?*/ [1. 2-a] ^VX75 Kfcfr&BfcfcL 

T#7t o $ <b K# <b titzik&yo & , 3. 6 t R*o»t^*ff 3 £ t * 9 > 

1H-NMR (4 0 0MHz, DMSO-d6, Jppm) :0. 89-0. 9 
2 (4H, m) , 2. 0 9-2.13 (1H, m) , 4. 84 (2H, d, J = 
4. 8Hz) 5. 15 (1H, t, J =4. 8Hz), 7. 41-7. 49 (2 
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H, m) . 8. 0 5-8. 15 (4H, m) , 8. 2 5 (2H, d, J = 8. 4 

Hz), 8. 75 (1H, dd, J=2. 6, 0. 7Hz), 9. 12 (1H, 

s) , 1 0. 4 3 (1 H, s) 

[0 2 2 9] ' 

N _ j 3 _^^; V _2- [ (2 -t+v tfmj v>- l ->f ;W ^T<^ 

y [1, 2-a] fcf V v V - 6 - 'OH -4' - (b^^n^fA') [1, 

l' -if7x-^] -4-*;vWU' 

(1) jT^v^bW (112^1) ^DMF^$ (5ml) Kill*.* 80W 
3HWL/: 0 JH*U W.M.T, H»J3 4"C#^N- [2- (KKnt^ 
f-;l/) -3-^;W [1, 2-a] eW/-6->f*] -4* - (h 

'j7Wn>f^) [1. 1' -t*7x-Jb] -4-*iwmn* (170m 
g) £#nx., 8 0*C-C 1 ^K*^t/Co KJCSfft^^**^ h »; ^ A*»**jn 

W«U:. «JET«MS-fSC:i:tcJ:i), N- [2- (^'^fjH -3 

$ ?V [1, 2-a] -4' - 

p£^-;w) [l, l* -t*7i-;v] -4-*^'^^' (I19mg) 
o (2) fflfi (1) (2 4mg) , 2-t?n';K> (77^1) © 

DMFII (2. 0ml) fc, imiti~ Y U * A ( 6 0 40mg) £#0 

|^y'J*y;V^nYl> ^7 7 4 — (^dd*W/^ ^ ^ — 9 0/1-3 

.o/i) s c: t k a *) > mmit&yo (6mg) *e^s#i:tt#fco 

1H-NMR (4 0 0MHz, CDC 1 3 , Jppm)':i. 93-2. 02 ( 
2H, m) , 2. 38 (2H, t, J=8. 0Hz) , 2. 49 (3H, s) . 
3. 46 (2H, t, J=7. 0Hz) , 4. 60 (2H, s) . 7. 0 3 (1 
H, dd, J = 9. 5, 1. 8Hz) , 7. 46 (1H, d, J = 9. 2Hz) 
> 7. 7 0 - 7. 7 3 (6 H, m) , 8. 02 (2H, d, J=8. 1Hz) , 
8. 30 (1H, brs) , 8. 96 (1H, s) 
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[0 2 3 0] 

mnm 3 9 

N _ ( 2 - I [T-bf-^ c**-*) r^y] 5 [1 

2 -a] f'Jy>-6-^^) -4' - (h'J7;^n>f ;v) [1, 1' - 
i*l?J 3 4 (3 9mg) OTHF-DMFfi^SiDl (3 m l ; 1 

: l m*Jt) K> *frT> 'ixfjvT S > (193^/1) . > * >^.;V7 * ->u ■ 

^□7^K (53mg) fcillji* raia-C3«FWa#bfco 2M^f;V7 

r/^^-^it (5ml) fcSniU £^l««L£o «ETIIi 
„ »a[«:THF-^nn*;VAti#»« (5ml) K**U >'Jxf*75> 
(4 0 Oyu 1) > 7-bfMD7^ K (5 Omg) £Un;U ifit-I«1$L 

~?V=9 0/1 - 3 0/1) -CfllSl-r * £ t \Z £ <0 „ (2mg) £6 

1 H-NMR (300 MHz, CDC 1 3, <5ppm) II. 98 (2.H, s) 
, 2. 12 (1H, s) , 2. 3 5 (1H, s), 2. 5 4 (2H, s) , 2. 
9.5 (1H, s) , 3. 1 2 (2H, s) , 4. 6 4 (2/3 H, s) , 4. 7 

4 (4/3H, s) , 7. 00 (1H, m) , 7. 55 (1H, m) , 7 . 7 

5 (5H, m) , 8. 04 (3H, m) , 8. 99 (1H, m) 

[0 2 3 1 ] 

mmrn 40 

N- |2- [ (y^f-^T^^) -3-^;W [1, 2 -a] 

1; 6 -4' - (hV7^n>f^) [1, 1' -lf7x— * 

Hife^ 3 4 T^ffclb^ (2 1 Omg) OTHF-DMFfl^-T§^ (5 ml ; 
1 : lliifc) MT> 5 > (1. 0ml) > ^^^^7*- 

^D7<fK (2 9 0mg) *iD;U ^flPlWffUCo *v>T% 2M^ 
f;V7?>©THFM (5ml) *Jll;U ^^ClWWUco *ffiTift« 
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«BET«IS^ »y^^^a7b^77^ - (?nn*;uA/>*/- 
;V= 9 0/1-3 0/1) ^V»T«PLC [7-fe > - h U ( 0 . 1 

% h V 7 nf^m) =1 0/90-90/10] 
'fk^(lOmg) t6feiftUt#f:o 

1H-NMR (4 0 0MHz, DMSO-d6, 5 p p m) : 2. 56 (3H, 
s) , 2. 82 (6H, s) , 4. 8 6 (2H, s), 7. 73(2 H, s) , 
7. 88 (2H, d, J = 8. 2Hz), 7. 97 (2H, d, J=8. 3Hz 
) , 8. 01 (2H, d, J=8. 2Hz) , 8. 16 (2H, d, J = 8. 3 
Hz) , 9.13 (1H, s) , 10. 6 4 (l'H, s) 
[0 2 3 2] 

$m.n± 1 

N _ |2- [T-fef-^ (/f*) 7 57] -3-*^W5^V [1, 2-a] 

evv>- 6. -'OH -4' - (>'J7^tn^f^) [l, l* -if7i^;v 

] -4 F 

(1) 2, 2, 2-l , J7;l't7P-N-^f^.-N- (3 -^;v-6 - — h 
n*f [1, 2-a] fr) 7-fc > 7 5 K ( 5 8 0 m g) R 

xjh> - (> i; 7)V*uff-)V) [l, 1' -t*7x-;v] -4-.*^#>Bt ( 

5 10mg) £/Bv>T, HJfefll 1 £ k 0 > N- 1 3-> 

^-;V_2- |>^;V (2, 2, 2-l«'J7;V*D7W) 7 5/] >f?r/[ N 
1, 2-a] I? 'J 5» - 6 - >f -4' - (H^^o/^) [1, 1* 
_ t *7x^^] -4-*;v^t5 K (6 1 Omg) tfifeBftfcltftfco 

(2) 1WK(1 (6 0 Omg) fc^*/-* (2 5ml) 

ynt?;i/ai^;V7 5 > (5m-l) om^W^*n£> 8 0t:t-SWlfco 
«JET**m. HO** *W*fifeft&^*^^ fife 

^Srl^m^^^^-f SuiCi «K N— [3-/^^-2- (^f^75y 
) [1, 2-a] tTUv>-6-'f -4' - (f'J7Mn^f;v 

) [1, 1' -tT7x^;v] -4-*;vW5K (13 2mg) fcfi'feH'fcfc 
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(3) mM"Cftti:tt&m (2 Omg) tTHF-T^h-f^H^M ( 

3mi ; i : lMJfc) izmmu ^v^e;viwr/ (500^ i) 

, T-bfHD?^ K (4 0// 1) fcflPx-x SST'I^fF^^U^o SUETifcHI 

i-3 0/i) fiit^itia*), mmit&m (3 mg) tt 

1H-NMR (4 0 0MHz, DMSO-d6, d p p m) I 1. 90 (3H, 
s) , 2. 44 (3H, s) , 3. 30 (3H, s) ,7. 08 (1H, d, J 
= 9. 6Hz), 7. 55 (lH. d, J=9. 6Hz), 7. 70-7. 80 
(6H, m) , 7. 9 7 - 8. 0 5 (3 H, m) , 9. 10 (1H, s) 
[0 2 3 31 

mnm 42 

4- (4-^nn7x^) — N— (2-->?n7 p ntr;l/-3 -*»l"f ^ *V 
[1, 2-a] UVS»^6-4 ;W -4-HKnWh?tKo-l (2H 

(1) 2 -v^ n^n tf;v- 3 6 h D'f 5 [1 , 2-a] fcf 

i; y y (50 Omg) OX^HH?S (4 0ml) Cl0%^7y^A-^i 
(5 Omg) £}JD;t> Rl&*+ Lfcfk «FW«#P^o R 

n ^Th'Jxf^rr/ (3 2 1// 1) > 7i-Wnn*;M-l« (2 9 0 

yu 1) £2JD;i. miHaWU. Rj£«fc*fcUn^ ft*if^t«ffl U - 

n7"'nli>-3->^-6--fD^r/ [1, 2-a] try^>-6-'f 
;v) (4 8 Omg) 

1 H — NMR (4 0 0MHz, CDC 1 3 , 3 p p m) :0. 9 2 - 1. 0 0 ( 
2H, m) , 1. 0 0- 1, 0 6 (2 H, m) , 1. 9 2- 2. 0 0 (1 H, m 
), 2. 44 (3H, s), 6. 81 (.1 H. d, J =9. 6 Hz) , 6. 99 

miE#2 0 0 4-3 0 8 3 5 9 3 
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i 

(1H, bra), 7. 16-7. 2 0 (2H, m) , 7. 2.4-7. 2 7 (1 
H, m) , 7. 3 7- 7. 4 4 (3H„ m) , 8. 5 0 (1H, b r s) 
(2) flfffB (1) -Ci^M lSOmg) <7)THFmm-4- (4-^D7 
-4-t Kn^vtf^'J v> (3 4mg) 8-S>7-iftf~>?n 
[5. 4. 0] 9>f-7- fe> (2 4 a/ 1) £SP^ 7 O^-Cl^ra^t^ 

£J: 0, (4 2mg) fcfi'fe'lB'ft;*: Lt#£ 

1 H-NMR (4 0 OMH z, DMSO-d 6, d p pm) I 0. 82-0. 9 
0 (4H, m) , 1. 5 8 - 1.6 5 (2H, m) , 1. 8 2 - 1. 9 3 ( 2 H 
, m) , 1. 9 8 - 2. 0 5 (1H. m) , 2. 4 0 (3H, s) , 3. 17- 
3. 26 (2H, m) , 4. 0 0-4. 0 8 (2H, m) , 5. 20 (1H, s 
) , 7. 1 8 (1H, dd, J = 9. 6, 1. 6Hz), 7. 27 (1H, d, 
J =9. 6 Hz) , 7. 3 5 (2H, d, J =8. OHz) , 7.. 5 0 (2H, 
d, J = 8. OHz), 8. 42 (1H, s) , 8. 48 (1H. s) . 
[0 2 3 4] 

V? j * yit& (ESI) K X «3 ffiOJc Lfeo 

[0 2 3 5] 
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[it 2 2] 




XJ>i 



'CH, 



44 




45 




46 




M+HJ+ 



No 



376 51 



382 52 



422 53 



47 



48 



49 



50 





425 54 



396 55 



[M+HJ+ 




375 




426 



.OS 
OH 






.0— 





365 56 




438 57 




376 58 




412 



467 



439 



374 



438 



406 



[0 2 3 61 



]±}fE#2 0 0 4 - 



3 0 8 3 5 9 3 
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Mb 2 3) 




[0 2 3 7] 



/u^viMWWN IftJBMiUE, MBL mffifc, Wife, WflB6*©fW#**k «*■ 
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mm. MM^m, m%^s ^mm, mmfc&&. 7* a-*' 
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v>?-v : 



1/E 



Hfcl] 




[I] 



[*»K Ri&tfR 2 ^ R-X*i*&o-c\ c i_67 u r3 n r 
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£tt#-!§- 5 0301350215 

g^f *=a^±flS 0 09 2 

ffoftB ¥E15^ 8^180 



[iimH] ¥E15^ 8 J! 150 
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